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1323. Atherosclerosis and Deficiency of Essential Fatty 
Acids 


H. MALMROs and G. WIGAND. Lancet snares 2, 749- 
751, Nov. 7, 1959. 6 figs., 12 refs. 


In experiments carried out at the University of Lund, 


Sweden, rabbits given a semisynthetic diet free from’ 


cholesterol but containing 8°% of milk fat or hydrogenated 
coconut fat developed hypercholesterolaemia, and within 
3 to 4 months the aorta showed gross changes of the type 
seen in cholesterol-induced atherosclerosis. When the 
milk or coconut fat was replaced by corn oil, cottonseed 
oil, poppyseed oil, groundnut oil, or rapeseed oil only a 
slight degree of hypercholesterolaemia developed, with- 
out gross aorticlesions. Moreover, the hypercholesterol- 
aemia caused by milk fat or by hydrogenated coconut 


‘fat could be abolished by substituting corn oil. The 


addition of 8% glyceryl trilaureate to the same 
semi-synthetic diet produced rapid and considerable 
hypercholesterolaemia and this enhancing effect was 


_ diminished, but not completely abolished, by the addition 


of corn oil (4°%) or linoleic acid (4°%). 

In order to test the possibility that the hypercholesterol- 
aemia was due to a deficiency of essential fatty acids the 
same semisynthetic diet free from cholesterol was given 
to rabbits without its fat content. The serum cholesterol 
level rose to a varying degree. In one animal it reached 
525 mg. per 100 ml., and at necropsy after 21 weeks’ 
feeding the aorta of this rabbit showed the same gross 
changes as in cholesterol-induced atherosclerosis. An- 
other rabbit, which had received the fat-free diet for 24 
weeks and had developed hypercholesterolaemia, was 
then given 8°% corn oil in the same basic diet, which 
promptly reduced the serum cholesterol level. 

Apart from temporary loss of hair in a few cases these 
animals showed no signs of dietary deficiency other than 
the hypercholesterolaemia; the authors therefore con- 
clude that a deficiency in essential fatty acids has a specific 
effect on cholesterol metabolism. They suggest that 
“the same nutritional-metabolic changes may develop 
in man on an unbalanced high-fat diet, and that athero- 
sclerosis is thus a symptom of relative deficiency of 
essential fatty acids ”’. Z. A. Leitner 


1324. Aute-immune Disease. I. Modern Immunological 
Concepts. II. Pathology of the Immune Response. 
[Croonian Lectures, 1959] 

M. Burnet. British Medical Journal [Brit. med. J.] 2, 
645-650, Oct. 10, 1959, and 720-725, Oct. 17, 1959. 
6 figs., 18 refs. 
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1325. The Serum Proteins in Health and Disease. Filter 


M. A. OGrRYZLO, M. MACLACHLAN, J. A. DAUPHINEE,: 
and A. A. FLeTcHER. American Journal of Medicine 
[Amer. J. Med.] 27, 596-616, Oct., 1959. 18 figs., 
bibliography. 

In this report from the Sunnybrook (D.V.R.) Hospital 
and the University of Toronto the results of paper 
electrophoresis of specimens of serum from 100 normal 
adults are compared with those of specimens from 
patients with rheumatoid arthritis and other collagen 
diseases, liver disease, colitis, kidney disease, leukaemia, 
multiple myeloma, and agammaglobulinaemia. It was 
noteworthy that in the 100 normal subjects the results 
were all very much alike and that determinations showing 
a significant deviation from the normal values were not 
in general consistent with continued good health. On 
the other hand the authors emphasize that normal 
electrophoretic patterns‘may be observed in a proportion 
of cases of most of the diseases which were included in 
the present study. The pathological sera came from a 
large number of cases. The group of rheumatic and 
collagen diseases consisted of 150 cases of rheumatoid 
arthritis, 36 cases of systemic and 7 cases of discoid 
lupus erythematosus, 20 cases of scleroderma, 8 cases of 
dermatomyositis, 6 cases of polyarteritis, 15 cases of 
rheumatic fever, 35 cases of “* undifferentiated collagen 
disease ”, 49 cases of gout, 113 cases of spondylitis, and 
8 cases of Reiter’s syndrome. There were also 9 cases 
of sarcoidosis, 52 of liver disease, 4 of gastro-intestinal 
disease, 53 of renal disease, 34 of leukaemia or lymph- 
oma, 50 of multiple myeloma, and 3 of agammaglobulin- 
aemia. 

In general, the accepted characteristics of the electro- 
phoretic patterns in the various conditions examined 
were confirmed, although it is stressed that not all 
patients in each category will necessarily show a typically 
abnormal serum protein pattern. Serum electrophoresis 
is perhaps particularly useful in the differentiation of 
cases of the nephrotic syndrome resulting from glomerulo- 
nephritis, in which the y-globulin fraction is reduced and 
the a2-globulin fraction is increased, from cases of the 
nephrotic syndrome associated with systemic lupus 
erythematosus and of other diseases with renal involve- 
ment, in which the y-globulin fraction is normal and the 
a2-globulin fraction is either also normal or a little 
increased. Serum electrophoresis i is also, of course, of 
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the greatest diagnostic value in myelomatosis and in 
agammaglobulinaemia. 

[It is not possible to summarize the authors’ detailed 


observations, for which the original paper should be 
consulted.] ~ H. Lehmann 


1326. A Comparison of Methods for the Estimation of — 


Serum Cholesterol and Values in Random Samples of 
Populations in the 55-64 Age Group 

T. G. Morris. Journal of Clinical Pathology [J. clin. 
Path.) 12, 518-523, Nov., 1959. 3 figs., 18 refs. 


Increasing mortality from coronary disease has 
focused attention on the cholesterol level of blood as 
one of the many factors connected with the aetiology of 
the disease. Many methods have been proposed for the 
difficult estimation of blood cholesterol levels, and six 
of these methods, namely, those of Pearson et al. (Analyt. 
Chem., 1953, 25, 813), Zlatkis et al. (J. Lab. clin. Med., 
1953, 41, 486), Trinder (Analyst, 1952, 77, 321), Sackett 
(J. biol. Chem., 1925, 64, 203), Anderson and Keys 
(K.5) (Clin. Chem., 1956, 2, 145), and Sperry and Webb 
(J. biol. Chem., 1950, 187, 97), have been compared by 
carrying out determinations in triplicate by each method 
on 10 sera. 

The method of Trinder was the most reproducible, 
with those of Anderson and Keys (K.5) and Sperry and 
Webb the next most reproducible. Sackett’s method 
was the least reproducible. Mean levels obtained with 
the methods of Sperry and Webb and Anderson and 
Keys (K.5) did not differ; the mean by Trinder’s method 
was 4:2°% higher and the mean by Sackett’s method 
7:3°% higher than these two. The methods of Pearson 
et al. and Zlatkis et al. gave means 8-8% and 51-:8% 
higher respectively. The methods of Trinder and 
Anderson and Keys (K.5) are the most suitable for 
routine use, and Trinder’s method involves less manipu- 
lation and is quicker. 

Cholesterol levels in random samples of populations 
in different areas, in the age group 55 to 64, were deter- 
mined by Trinder’s method to gain basic information for 
comparative purposes.—[From the author’s summary.] 


1327. Cholesteryl Ester Fatty Acids in Atheroma and 

Plasma 

A. S. Wricut, G. A. J. Pitt, and R. A. Morton. 

Lancet [Lancet] 2, 594-597, Oct. 17, 1959. 18 refs. 
This investigation, reported from the University of 

Liverpool, was aimed at ascertaining “‘ how much differ- 


- ence in saturation there might be between cholesteryl 


esters in normal blood and in atheromatous tissues ”’. 
Atheromatous plaques and vessel walls from fresh post- 
mortem tissue were extracted with ethanol and ether. A 
mixture of methylal and methanol, followed by ether, was 
used to extract the lipids from plasma, and the choles- 
teryl esters and free cholesterol were separated from 
other lipid components by chromatography on acid- 
washed alumina. Iodine values were determined and 
polyunsaturated fatty acid analysis and cholesterol 
estimations carried out. 

It was found that the fatty acids esterified with choles- 
terol (C.F.A.) in the plasma had “an unmistakably 
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higher iodine value and linoleic-acid content, and a 
much lower saturated-acid content, than the C.F.A. 
from aortas. The plasma-C.F.A. contained significantly 
more linolenic (P<0-01) and probably significantly more 
arachidonic acid (P<0-02)”. Differences were not 
significant in regard to content of monoenoic, pentaenoic, 
and hexaenoic acids. It is pointed out that these results 
are substantially different from those of other workers. 
Separate examination of aortic plaques alone and of 
aortic wall alone showed that the C.F.A. content of the 
plaques was similar to that of the walls of atheromatous 
aortas. The limited data available from examining 
C.F.A. in various tissues from 4 patients dying from 
coronary arterial disease suggested that the composition 
of cholesteryl esters in coronary arteries does not differ 
substantially from those in the aorta. In plasma from 
normal subjects there was a positive correlation between 
the C.F.A. iodine value and the content of linoleic and 
arachidonic acids, but a negative correlation between 
iodine value and oleic acid content, although the latter 
was not significant; there was no inverse correlation 
between iodine value and saturated acids. Thus the 
iodine value of the plasma esters appears to be influenced 
chiefly by the linoleic and arachidonic acid content. 
The essential fatty acid content of C.F.A. of atheromatous 
tissue was no lower in cases of death from coronary 
thrombosis than in cases of death from other causes, 
and in neither group was it less than in normal healthy 
aortas. 

The authors conclude that when the variation in results 
obtained by different workers for the C.F.A. of athero- 
matous tissue is considered it is at this stage clearly 
premature to use any one set of results to support theories 
of atherogenesis based specifically on differences in 
C.F.A. in plasma and atheroma. H. Caplan — 


1328. Results of Lactic Dehydrogenase Determinations 
in Benign and Malignant Effusions 

M. V. DE TORREGROSA. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 238, 552-556, Nov., 1959. 
5 figs., 5 refs. 


Wroblewski has reported (Amer. J. med. Sci., 1957, 
234, 301) that whereas the lactic dehydrogenase (LDH) 
level in benign effusions is lower than the serum LDH 
level, the converse is true when the effusion is malignant, 
thus enabling differentiation between benign and malig- 
nant conditions to be made. The usefulness of this 
observation was tested by the author at the City Hospital, 
San Juan, Puerto Rico, in 19 patients with benign 
conditions and 11 with various malignant lesions. 

The former group included 10 patients with hepatic 
cirrhosis, 4 with cardiac failure, 2 with collagen disease, 
and 3 with tuberculous pleural effusion. In all but one 
of these cases, the exception being a patient with tubercu- 
lous effusion, the LDH level in the serum exceeded that 
in the effusion. Among the patients with malignant 
effusion, many of whom had elevated serum LDH values, 
the LDH concentration was higher in the effusion than 
in the serum except in 2 cases, and it was notable that 
these were the only 2 in whom cytological examination 
revealed no malignant cells in the effusion. One of these 
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patients had received postoperative radiotherapy for 
pseudomucinous adenocarcinoma of the ovary and the 
other, whose pleural effusion (due to carcinoma of the 
breast) had been initially cytologically positive, had 
received stilboestrol for over a year. In a third patient, 
whose ascites was associated with linitis plastica and had 
been cytologically negative with an LDH level initially 
below that in the serum, the effusion was now cytologic- 
ally positive and the LDH concentration higher than 
that in the serum. The author concludes that com- 
parative studies of the lactic dehydrogenase level in the 
serum and effusion “‘ seem to be of great help in the differ- 
entiation of benign and malignant conditions ”’. 

[Only 3 out of the 19 patients with benign conditions 
had inflammatory effusions rather than transudates, 
and the one exception occurred in a patient with an 
inflammatory effusion. This study, although interesting, 
clearly needs to be repeated on a larger series of cases of 
inflammatory effusion.] Celia Oakley 


1329. Excretion of Formiminoglutamic Acid as an Index 
of Folic-acid Deficiency 

G. H. Spray and L. J. Wirts. Lancet [Lancet] 2, 702- 
704, Oct. 31, 1959. 7 refs. 


Formiminoglutamic acid is an intermediate product 
in the metabolic breakdown of histidine. In a study of 
the value of the urinary excretion of formiminoglutamic 
acid as an index of folic acid deficiency, which was carried 
out in the Nuffield Department of Clinical Medicine, 
University of Oxford, the authors observed a consider- 
able increase in such excretion in 4 patients with folic 
acid deficiency megaloblastic anaemia, this increase 
being potentiated by oral administration of histidine. 
After treatment with folic acid, excretion of formimino- 
glutamic acid fell to levels comparable with those seen 
in 7 healthy subjects and 6 patients with vitamin By2 
(cyanocobalamin) deficiency megaloblastic anaemia. No 
appreciable increase above the low level normally excreted 
was observed in these two control groups in response to 
a test dose of histidine. M. Sandler 
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1330. Determination of Fibrinolytic Activity of Whole 
Blood: with Special Reference to the Effects of Exercise 
and Fat Feeding 

J. D. BrtiworiA, J. DryspALe, D. C. O. James, and 
N. F. MactaGan. Lancet [Lancet] 2, 471-475, Oct. 3, 
1959. 2 figs., 17 refs. 


A new method for the determination of the fibrinolytic 
activity of whole blood has been developed at the West- 
minster Hospital Medical School, London. Precautions 
are taken to ensure the preservation of the activity of the 
labile fibrinolytic system. The method depends on the 
measurement of the amount of haemoglobin in the ery- 
throcytes which remain trapped in the blood clot; this 
is done at hourly intervals and the time for 50% thrombo- 
lysis is determined. Using this method the authors 
confirmed several previously reported features of blood 
fibrinolytic activity, including the augmentation of 


activity by exercise and venous stasis, the diurnal varia- 
tion in lysis times, and the inhibition of activity by | 
ingestion of fat (Greig and Runde, Lancet, 1957, 2, 461; 
Abstr. Wid Med., 1958, 23, 108). 

In some further experiments it was observed that a 
rough correlation existed between plasma turbidity after 
fat feeding and the inhibitory effect on lysis, and also 
that exercise is capable of cancelling the effect of fat 
feeding on fibrinolysis. From these last findings it 
would appear that lipaemia is only indirectly related to 
the effect of fat feeding, because when exercise and fat 
feeding were combined lipaemia was undiminished, 
although it tended to occur earlier. A. G. Baikie . 


1331. Thrombotest: a New Method for Coatrolling 
Anticoagulant Therapy 
P. A. Owren. Lancet [Lancet] 2, 754-758, Nov. 7, 
1959. 13 figs., 8 refs. 


A new test for use in controlling anticoagulant therapy, 
particularly long-term treatment, has been devised at the 
University Hospital, Oslo. It is claimed that because the 
test is sensitive fo changes in Christmas factor, Factor 
VII, the Stuart—Prower factor, and prothrombin there 
is greater safety for the patient than hitherto. It requires 
little equipment or experience and can be carried out on 
capillary blood to obtain a reliable result in 2 to 3 minutes. 
An “all-in-one” reagent is used containing crude 
cephalin, thromboplastin, adsorbed bovine plasma, and 
calcium chloride, all four ingredients being mixed, lyo- 
philized, and kept in vacuum-sealed ampoules. 

It is admitted that the practical importance of the 
sensitivity of the test to changes in the four clotting factors 
is difficult to assess. The equipment does not differ 
significantly from that required for the Quick test, and 
samples of venous blood for testing should be collected 
in lusteroid, plastic, or siliconized tubes unless the test 
can be carried out within an hour. . A. Brown 


1332. Prothrombin Time of Capillary Blood for Out- 
patient Anticoagulant Therapy 

R. L. MACMILLAN, K. W. G. Brown, and D. L. Wart. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 238, 443-447, Oct., 1959. 5 refs. 


This paper from the University and General Hospital, 
Toronto, describes in detail a modification of Quick’s 
one-stage method using whole capillary blood obtained 
by finger prick which gives a reliable one-stage pro- 
thrombin time in less than 2 minutes” working time and 
is thus suitable for use in out-patient clinics. Results 
obtained with capillary blood and venous blood (as in 
the usual technique), using the same sample of thrombo- 
plastin, were compared in several groups of people. In 
normal subjects and in patients receiving dicoumarol in 
whom there was only a slight increase in prothrombin 
time there was close correlation of results. In patients 
receiving dicoumarol and in whom the prothrombin 
time was prolonged although within the therapeutic 
range (21 to 30 seconds: normal controls 14 to 16 
seconds) capillary blood gave a longer prothrombin time 
than did venous blood, and this difference was greater, 
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the longer the prothrombin time. The reason for this 
difference is uncertain, but it is suggested that it may be 
due to the action of the sodium citrate which is used in 
the established method; if this is so the authors’ capillary- 
blood technique may be the more reliable when the pro- 
thrombin time is greatly prolonged. 

It was shown that the administration of heparin had 
no greater effect on the results of the capillary-blood 
method than on those obtained with venous blood 
plasma, even when the whole-blood clotting time was 
prolonged to over 60 minutes. Comparison of the 
results yielded by the capillary-blood method on duplicate 
blood samples tested at room temperature and also at 
37° C. in a water bath showed that at room tempera- 
ture the prothrombin time was almost always more 
prolonged. 

The authors have found the method to be especially 
satisfactory for the control of dicoumarol therapy in 
out-patients. A. G. Baikie 


1333. The Haptoglobin Content of Serum in Haemolytic 
Anaemia 

I. Brus and S. M. Lewis. British Journal of Haemat- 
ology (Brit. J. Haemat.| 5, 348-355, Oct. [received Dec.], 
1959. 5 figs., 19 refs. 


It is known that haptoglobins, the specific haemo- 
globin-binding proteins of the serum, are not usually 
demonstrable in the presence of active haemolytic 
disease. In contrast they are present in increased 
amounts, as indicated by the increased haemoglobin- 
binding capacity of the serum, in patients with inflamma- 
tion or increased tissue destruction. This study from 
the Postgraduate Medical School of London was under- 
taken to explore the possible value of determination of 
the serum haptoglobin level in the detection of haemo- 
lysis and to correlate the rapidity of erythrocyte destruc- 
tion with the disappearance of haptoglobin from the 
serum. Serum haptoglobin was studied in 25 normal 
subjects and 77 patients with haemolytic or other disease. 
Erythrocyte survival was studied with cells labelled with 
51Cr in 38 of the patients, and the daily haemoglobin 
turnover was calculated from the mean erythrocyte life- 
span and the total erythrocyte volume. 

In normal subjects the serum haptoglobins were suffi- 
cient to bind 0-3 to 1-5 mg. of haemoglobin per ml. of 
serum. Haptoglobins were usually absent when the 
rate of haemoglobin turnover was increased to twice 
normal, except in some patients receiving steroid therapy 
or with infections or malignant disease. In these cases 
haptoglobins might be present even when the haemo- 
globin turnover was much more than twice normal, pre- 
sumably as a result of increased haptoglobin production. 
On the other hand in severe liver disease it is possible 
that the serum haptoglobins may be depleted even in the 
absence of increased haemolysis, presumably because 
of diminished production, but the authors consider that 
their observations on patients with liver disease are in- 
sufficient to establish this firmly. With these and other 
exceptions the absence of haptoglobins from serum would 
appear to be an indication of active haemolysis, whether 
the site of erythrocyte destruction is primarily intra- 


vascular or extravascular. However, from observations 
in a case of paroxysmal nocturnal haemoglobinuria it 
seems possible that a very slight degree of intravascular 
haemolysis, insufficient to increase the daily turnover of 
haemoglobin measurably, may yet suffice to deplete the 
serum haptoglobins, whereas a similar degree of extra- 
vascular haemolysis will not do so. In general, the 
authors recommend caution in accepting the absence of 
serum haptoglobins as definite evidence of increased 
haemolysis, and vice versa. A. G. Baikie 


1334. Clinical Studies with DF>2P on the Lifespan of 
Platelets 

L. Gimeno A Fos, E. O. Fiecp, and E. M. Leput. 
Lancet [Lancet] 2, 941-944, Nov. 28, 1959. 15 refs. 


The authors report the results of studies carried out at 
the Institute of Cancer Research, London, by means of 
di-isopropylfluorophosphonate labelled with radioactive 
phosphorus (DF32P) on the life-span of the platelets of 
17 patients with haematological or neoplastic disorders, 
and present clinical details of the 3 cases of thrombo- 
cythaemia included in the series. In this method DF32p 
dissolved in peanut oil or physiological saline was in- 
jected intramuscularly in a dose of 0-4 to 1-3 mg. and 
samples of blood collected after 24 hours in siliconized 
bottles containing a solution of 6°% (w./v.) dextran and 
1% sodium ethylenediamine tetraacetate in 0-9°% sodium 
chloride solution. After standing for 4 to 1 hour at 
0 to 4° C. the supernatant plasma was repeatedly centri- 
fuged at 123 g (800 r.p.m. in the M.S.E. medium centri- 
fuge) until differential counts showed less than one 
leucocyte per 5,000 platelets. The number of platelets 
per c.mm. was then determined and the volume of the 
suspension accurately measured so that the total number 
of platelets could be calculated. After repeated washings 
the platelets were dissolved in 2 to 3 ml. of 10 M sodium 
hydroxide by heating at 100° C. for 30 minutes and the 
solution thereafter diluted to 10 ml. with 5 M NaOH for 
liquid counting of 32P. The life-span of the platelets 
was deduced from a plot of DF32P content expressed in 
pg. per 5x10!2 platelets against time, as previously 
described by Leeksma and Cohen (Nature (Lond.), 
1955, 175, 552). 

The platelet survival time was normal (8 to 10 days) 
in a case of Hcdgkin’s disease with a normal peripheral 
blood picture, but in one case of lymphosarcoma of 
lymphoblastic cell type with a low platelet count and in 
2 cases of localized malignant disease the life-span was 
shorter than normal. In 4 patients with polycythaemia 
vera and low platelet counts the platelet life-span was 
appreciably reduced, whereas in 4/such patients with 
high platelet counts the life-span was increased. In one 
case of stress polycythaemia and one of polycythaemia 
hypertonica, in both of which the platelet count was 
normal, the platelet life-span was at the upper limits of 
normal. 

In the 3 patients with thrombocythaemia, all of whom 
showed bleeding and a thrombotic tendency, the platelet 
count ranged from 854,000 to 1,134,000 per c.mm. and 
the platelet life-span from 12 to 16-5 days. Following 
treatment with radioactive phosphorus these patients 
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showed a good clinical response—the platelet count 
returned to normal, the deficient clot retraction improved, 
and the abnormal thromboplastin regeneration present in 
one case also returned to normal. It is concluded that 
these studies suggest that thrombocythaemia is associated 
with a slow removal of platelets from the circulation, and 
that a shortened platelet survival may be attributed to 
either low platelet vitality, splenic hyperfunction, or the 
presence of auto-antibodies. A. Ackroyd 


MORBID ANATOMY AND CYTOLOGY 


1335. Traumatic Infarction of the Anterior Lobe of the 
Pituitary Gland 

P. M. DanreL, M. M. L. PricHarpb, and C. S. TREIP. 
Lancet [Lancet] 2, 927-931, Nov. 28, 1959. 2 figs., 
23 refs. 


The blood supply to the anterior lobe of the pituitary 
gland is almost wholly derived from the hypophysial 
portal vessels—which arise in and run down the free 
part of the hypophysial stalk. In the present paper the 
authors describe 6 cases of head injury, in 5 of which 
post-mortem examination demonstrated that severance 
of the hypophysial stalk close to the pituitary gland, 
with consequent rupture of the long portal vessels, was 
accompanied by extensive infarction and almost total 
necrosis of the anterior pituitary lobe. In other similar 
cases, however, some surviving tissue may remain, either 
in the centre or at the periphery of the lobe. They 
point out that post-traumatic hypopituitarism is none- 
theless a rare complication of head injury and when it 
does occur is usually transient; they suggest that regener- 
ation of pituitary tissue and its revascularization by the 
hypophysial portal vessels can probably take place in 
these circumstances. The authors’ sixth case demon- 
strated that severance of the pituitary stalk above the 
level of the vascular network from which the portal 
vessels to the anterior lobe arise, as occurred in this case, 
was not associated with any significant changes in the 
anterior lobe of the gland, since the lesion was situated 
close to the hypothalamus and thus had not cut off the 
blood supply to the lobe. J. B. Cavanagh 


1336. 
V 


The Pathogenesis of Infarction of the Right 


W. G. Wave. British Heart Journal (Brit. Heart J.] 21, 
545-554, Oct., 1959. 2 figs., 35 refs. 


The pathological and clinical features and the appear- 
ances of the electrocardiogram in 11 cases of infarction 
of the right ventricle are described. Attention is drawn 
to the relative rarity of the condition compared with 
infarction of the left ventricular wall, this series of 11 
cases seen at the Institute of Pathology, Queen’s Uni- 
versity, Belfast, being the “largest... that has so far 
been published”. The lesion is usually due to infarction 
of the right coronary artery, previous thrombosis of the 
anterior descending branch of the left coronary artery 
often being a predisposing factor. The posterior wall of 
the ventricle is the area most commonly involved, 
although in some cases there may be extension to the 


429 
posterior portion of the interventricular septum. It is 
suggested that this extension may account for the high 
mortality from right ventricular infarction. The whole 
thickness of the ventricular wall tends to become in- 
volved so that complications are common. Anticoagu- 
lants are indicated, but in view of the tendency to hepatic 
insufficiency caution should be exercised in the adminis- 
tration of these drugs. 

The factors considered to be responsible for the rela- 
tive immunity of the right ventricle from infarction are 
discussed in detail. J. B. Wilson 


1337. On the So-called Adenomas and Adenomatous 
Hyperplasia of the Adrenal Cortex in Hypertensive 
Disease. (O Tak HaSbIBaeMbIX ANeCHOMAX H AMCHOMATOS3- 
HOH KOpbl runepTo- 
HH4eCKOH 6onesHH) 

M. P. ANDREEVA. Apxue J]amoaozuu [Arh. Patol.} 
21, 54-60, No. 9, 1959. 3 figs., 24 refs. 


The author reports from the Institute of Experimental 
Medicine, Leningrad, a post-mortem histological study 
of the adrenal cortex of 125 subjects, of whom 90 had 
suffered from hypertensive disease, 13 had died in acci- 
dents while generally healthy, and the remaining 22 
had died of various diseases not associated with increased 
blood pressure. 

It was observed that the so-called “*‘ adenomatous ” or 
focal hyperplasia of the adrenal cortex occurred in 41% 
of the cases of hypertension and true adenoma in only 
5-5°%. In the cases with normal blood pressure no true 
adenomata were found and focal adrenocortical hyper- 
plasia was less frequent and less marked. A. Swan 


1338. Liver Cell Necrosis in Chlorpromazine Jaundice 
(Allergic Cholangiolitis). A Serial Study of Twenty-six 
Needle Biopsy Specimens in Nine Patients 

S. ZELMAN. American Journal of Medicine [Amer. J. 
Med.) 27, 708-729, Nov., 1959. 11 figs., 48 refs. 


To determine whether liver-cell necrosis occurs in 
chlorpromazine jaundice (allergic cholangiolitis) intensive 
clinical and histopathological studies were carried out 
on 9 patients at the Veterans Administration Hospital, 
Topeka, Kansas, in whom jaundice developed during 
chlorpromazine therapy. Liver biopsy specimens were 
obtained by the percutaneous and intercostal routes with 
a Roth—-Turkel needle, and sections 8 yu thick of the 
formalin-fixed tissue were stained with haematoxylin and 
eosin and also with van Gieson, iron, and reticulin stains, 
5 specimens being taken from one patient, 4 each from 2 
patients, 3 each from 2 patients, 2 each from 3, and a 
single specimen from one patient. The earliest specimen 
was obtained on the fourth day of the illness and the 
latest 16 months after the onset. 

Chlorpromazine jaundice was associated histologically 
with parenchymal necrosis, especially of cells in the cen- 
tral part of the lobule. There was retention of bile in 
the cholangioles and liver cells. The degree of necrosis 
was much less than that observed in virus hepatitis and 
might be overlooked; it was, however, more prolonged. 
Some slight to moderate infiltration of portal tracts with 
mononuclear and polymorphonuclear leucocytes was 
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PATHOLOGY 


observed. In the 2 most severe cases necrosis and dis- 
organization of interlobular bile ducts occurred, followed 
by regeneration, suggesting extension of a destructive 
process ordinarily limited to the intralobular cholangioles. 
The presence of hepatic necrosis was reflected in a rise 
in the serum glutamic-pyruvic transaminase and the 
serum glutamic-oxalacetic transaminase levels, par- 
ticularly the former. Eosinophilia was usually present. 
There was no evidence of permanent liver damage or of 
hepatic fibrosis. A. Wynn Williams 


1339. Jejunal Mucosa in Idiopathic Steatorrhoea 
J. W. Pauttey. Lancet [Lancet] 2, 646-648, Oct. 24, 
1959. 5 figs., 31 refs. 


Biopsy specimens of jejunal mucosa from 7 patients 
with severe idiopathic steatorrhoea were examined 
microscopically. Replacement of normal villous struc- 
ture by a flattened mucosa infiltrated with lymphocytes, 
plasma cells, and eosinophils was observed together with 
scanty, broad crypts lined by irregular epithelium. 
Areas of desquamated surface epithelium were numerous 
and minute ulcers were seen in two sections. Using 
modifications of the staining methods of Gram and 
Twort the author found bacteria—mostly Gram-positive 
cocci—in 3 of the 7 cases. The histological appear- 
ances were suggestive of recurrent destruction and 
repair, the bacterial invasion being regarded as secondary. 

A. Wynn Williams 


1340. Chronic Pyelonephritis Lenta and the ‘‘ Malignant 
Phase of Hypertension ”’ 

O. Sapuir and N. A. CoHEN. A.M.A. Archives of In- 
ternal Medicine [A.M.A. Arch. intern. Med.| 104, 748- 
762, Nov., 1959. 10 figs., 41 refs. 


The kidney lesions in malignant hypertension are 
usually ascribed to malignant nephrosclerosis. In this 
paper from the Michael Reese Hospital, Chicago, the 
authors suggest that malignant nephrosclerosis does not 
exist as a morphological entity and that a special form of 
pyelonephritis is an important factor in the pathogenesis 
of malignant hypertension. Their views are based on a 
critical review of the literature and on a study of the 
clinical and necropsy records of 35 cases of malignant 
hypertension, with special reference to the changes in 
the kidneys, blocks of tissue being re-cut and examined 
afresh in some instances. The series includes only cases 
with progressive renal failure. 

The clinical findings are described and the diastolic 
blood pressure, degree of retinopathy, serum urea nitro- 
gen level, presence or absence of renal arteriolonecrosis, 
and cause of death in each case recorded. The necropsy 
findings are outlined, the kidney lesions being described 
in detail. In 27 cases the renal changes are ascribed to 
uncomplicated chronic pyelonephritis lenta and in the 
remaining 8 cases to this condition associated with 
glomerulonephritis. The term pyelonephritis lenta de- 
notes a slowly developing inflammation of the kidney 
involving the pelvis, tubular apparatus, and interstitial 
tissue, without any suppuration. Involvement of the 
intracortical and arcuate arteries, which show endar- 


teritis deformans with severe narrowing of their lumina, 
is probably secondary to the inflammation of the inter- 
stitial tissue and is considered to cause the hypertension 
by the same mechanism as in Goldblatt’s experiments. 
Until this stage has been reached the disease is usually 
** silent ’ clinically and may then be diagnosed as essen- 
tial hypertension. The cause of the inflammation and 
the question whether it is ascending or blood-borne are 
discussed by the authors, but no conclusions can be 
reached at present. 

The “‘ malignant ”’ phase is ushered in by a secondary 
factor which may be renal or extra-renal. Renal factors 
include acute inflammation of the kidney (as in 13 cases 
in this series), subacute glomerulonephritis (as in 2 cases) 
and narrowing of the renal or intrarenal blood-vessels, 
while extrarenal factors may be congestive failure, aortic 
aneurysm, or any other lesion which reduces renal 
blood flow. Chronic pyelonephritis lenta is often com- 
plicated by acute inflammation, and this accounts for its 
frequent finding in malignant hypertension. But in 
addition to pyelonephritis lenta the authors state that 
any renal lesion which causes hypertension, such as 
arteriolar nephrosclerosis or periarteritis nodosa, “‘ may 
provide the underlying renal pathology of malignant 
hypertension ”’ when a secondary factor precipitating 
uraemia is superimposed. 

Arteriolonecrosis was noted in 28 of the 35 cases 
studied. The necrosed vessels appeared “ naked”, 
having no inflammatory cells around them, suggesting 
that the necrosis was a very recent event. In the authors’ 
view arteriolonecrosis is not necessary for the develop- 
ment of malignant hypertension or for its diagnosis, 
being rather the result of the action of a toxic renal 
substance fete in established uraemia. 

I. Berkinshaw-Smith 


1341. The Diagnosis of Influenza Post Mortem. (O 
HarHOcTHKe rpunna Ha Tpyne) 

V. E. Picarevsky. Apxue [Iamoaozuu [Arh. Patol.] 
21, 3-7, No. 9, 1959. 3 figs., 24 refs. 


Out of 11 cases of influenza studied at the Institute of 
Experimental Medicine, Leningrad, a diagnosis of 
catarrhal haemorrhagic tracheo-bronchitis and _hae- 
morrhagic pneumonia was established post mortem in 7; 
in 2 more haemorrhagic pneumonia was demonstrated 
histologically, but in the remaining 2 no such lesion was 
found. The author states that so-called haemorrhagic 
pneumonia, which is really a vascular inflammatory 
phenomenon causing alveolar oedema and haemorrhages, 
is only observed early in the disease and is soon obscured 
by a true pneumonia resulting from secondary infection. 
He therefore suggests two other histological criteria -of 
influenzal infection: (1) the presence of oxyphil inclusion 
bodies in the cytoplasm of the epithelial cells of the upper 
respiratory tract, especially the nasal cavity and trachea; 
and (2) desquamation of the upper layer of the respiratory 
epithelium followed by its regeneration from the intact 
basal layer. It is stressed that in order to observe these 
phenomena post-mortem examination must be performed 
not later than 4 hours after death. A. Swan 
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Microbiology 


1342. Poliomyelitis-virus Flocculation Reaction: Be- 
haviour of Sera of Cases and Vaccinated Individuals 

W. Sir, G. P. B. Borssarp, G. M. CHURCHER, and 
L. PARKER. Lancet [Lancet] 2, 586-591, Oct. 17, 1959. 
14 refs. 


The results of direct flocculation tests on poliomyelitis 
virus with sera from patients with the disease and also 
from vaccinated individuals have been compared at 
University College Hospital and the Virus Reference 
Laboratory, London, with the results of complement- 
fixation and neutralization tests. Concentrated virus, 
obtained from infected embryo rabbit kidney cells, was 
mixed with serum, incubated for 4 hours, and the results 
read by dark-ground microscopy. . Sera causing floccu- 
lation at a dilution of 1 in 5 or higher were considered 
positive, and 6% of normal sera came within this 
category. 

The tests on sera from 41 cases of poliomyelitis from 

which Type-1 virus had been isolated showed that 51% 
of acute sera and 889% of convalescent sera gave a positive 
complement-fixation reaction and 80°% and 73% respec- 
tively gave positive flocculation. A rise in titre of com- 
plement fixation occurred in 54% of paired samples, 
whereas no change or a fall in titre was obtained in 88°% 
examined by flocculation tests. Heterotypic reactions 
occurred with both methods, but more often with 
flocculation tests, although the titre with homotypic 
virus was usually higher. The results of flocculation 
and neutralization tests were then compared on sera 
from 50 persons who had received 2 doses of Salk vac- 
cine. This showed that after vaccination neutralizing 
antibody was present in 100%, but less than 50% were 
positive by the flocculation tests. _ 
. The authors remark that these results contrast with 
those of Schmidt and Lennette (Amer. J. Hyg., 1959, 70, 
51; Abstr. Wid Med., 1960, 27, 264), who obtained floccu- 
lation with the serum from all subjects from whom virus 
was isolated and at least a 4-fold rise in titre during the 
illness in 51°% of cases, although they also noted a ten- 
dency for the antibody level to decline. These differ- 
ences may have a technical explanation, since an 18-hour 
incubation time was used in the American tests, but 
they could also arise from the different immunological 
Status of the different populations tested. The authors 
conclude that the antibody causing the virus to flocculate 
is qualitatively different from both complement-fixing 
antibody and neutralizing antibody and discuss the 
Possible nature of the differences. Flocculating anti- 
body seems to appear earlier after infection, and then 
to decline. The absence of flocculating antibody from 
sera obtained after vaccination may be related to the 
fact that such samples were taken after an interval of 
2 to 3 weeks. 

It is suggested that flocculation may provide a rapid 


diagnostic test for poliomyelitis (but not a retrospective 
one), provided the first sample is taken early in the 
disease. The duration of flocculating antibody arising 
from vaccination, however, must first be determined. 
The test would clearly not be useful for differentiation 
of virus type, since in 50% of the cases heterotypic 
results were obtained. Janice Taverne 


1343. Immunological Response to Trivalent Oral Polio- 
myelitis Vaccine 

H. R. Cox, V. J. Capasso, F. S. MARKHAM, M. J. 
Moses, A. W. Moyer, M. Roca-Garcia, and J. M. 
RUEGSEGGER. British Medical Journal (Brit. med. J.) 2, 
591-597, Oct. 3, 1959. 2 figs., 8 refs. 


_It has been reported that the simultaneous feeding of 


all 3 types of living attenuated poliomyelitis virus for the 


immunization of man is ineffective owing to the inter- 
ference by one type with the establishment and multipli- 
cation of another. In this paper from the Lederle 
Research Laboratories, Pearl River, New York, the 
authors report the serological results obtained to date in 
paired sera from 241 out of 550 persons given different 
dosages of a liquid trivalent oral poliomyelitis vaccine 
prepared from strains of the SM (Type 1), MEF-1 
(Type 2), and Fox (Type 3) viruses. Apart from one 
woman who reported severe headache and nuchal stiff- 
ness for 24 hours on the 7th day after ingestion, none of 
the 550 persons had any illness which could be attributed 
to the vaccine. 

Good neutralizing antibody responses, as judged by 
primary conversion or a 4-fold or greater increase in 
titre, were observed in all but one of 10 individuals who 
were given 0-5 ml. of the vaccine containing a mixture of 
each of the 3 types of virus in concentrations of 105°5 
(300,000) TCDs0, while among 42 persons, 16 of whom 
were negative to one or more types before vaccination, 
only 7 remained negative to a single type after being 
given a dose of 105°8 (600,000) TCDso of each virus 
type. 
The best results were obtained in 188 persons, mostly 
aged between 21 and 50, who received a 2-ml. dose of the 
vaccine containing the viruses in concentrations of 
106-1 (1,200,000) TCDs0. Before vaccination this group 
included 11 “triple negative” subjects, 35 ‘‘ double 
negatives ’’, and 50 “ single negatives’ (53 negative to 
Type 1, 42 negative to Type 2, and 58 negative to Type 3). 
After vaccination only 9 persons were without antibodies 
to Type 2 and 2 without antibodies to Type 1. Of the 
individuals with initial antibody titres of less than 1:4, 
96% responded to Type 1, 78% to Type 2, and 100% 
to Type 3, while of those with initial antibody titres of 
less than 1:16 a primary or booster effect was observed 
in 90% to Type 1, in 83% to Type 2, and in 95% to 
Type 3. A. Ackroyd 


431 


of 

of 

e- 

7; 

ed 

as 

sic 

ry 

2S, 

ed 

of 

on 

er 

a; 

ry 

ict 

se 

od 


1344. Acetylcholine, Adrenaline, and the Heart 
C. S. McKenprick and A. M. Goprrey. Lancet 
[Lancet] 2, 482-484, Oct. 3, 1959. 11 refs. 


To ascertain whether the catechol amines play a part 
in the initiation and control of myocardial contraction 
experiments were performed at the Liverpool Regional 
Cardiac Centre, Sefton General Hospital, Liverpool, on 
isolated auricles of freshly killed rabbits suspended in an 
organ bath containing Locke’s solution at 29 to 30°C. 
To overcome variations in individual auricles all experi- 
ments were repeated on at least 3 different hearts. 

The work of Burn and his colleagues on the action of 
acetylcholine was confirmed. Acetylcholine arrested the 
actively beating auricle, which usually restarted on 
washing out the bath and adding fresh Locke’s solution. 
Conversely, if the auricle stopped beating naturally or 
was arrested by adding proguanil, acetylcholine would 
restart it. Both adrenaline and noradrenaline in small 
amounts had the same effect as acetylcholine on the 
auricle which had been arrested by fatigue or proguanil, 
while they also promptly restarted beating in the auricle 
inhibited by acetylcholine. In very large amounts 
adrenaline stopped the beating, but acetylcholine did 
not reverse this effect. The addition of adrenolytic 
agents (phentolamine, piperoxane, ergotamine tartrate, 
and dibenamine) arrested the beating auricle. Washing 
and the addition of acetylcholine did not restart the 
beating, but the addition of adrenaline or noradrenaline 
did so. The acetylcholine antagonists hyoscine and 
tubocurarine failed to cause arrest of the beating auricle. 
Huge amounts of atropine did, however, produce arrest, 
which was sometimes reversed by acetylcholine and 
always by adrenaline and noradrenaline. After arrest 
with mecamylamine beating was restarted by acetyl- 
choline in half the experiments and by adrenaline and 
noradrenaline in all experiments. 

Altogether, adrenaline and noradrenaline were success- 
ful in restarting the arrested auricle in a greater number of 
cases than acetylcholine. The authors therefore conclude 
that the catechol amines, as well as acetylcholine, may 
play an important part in the initiation and control of 
myocardial rhythmicity. W. H. Horner Andrews 


1345. Pharmacological Agents for the Control of Spon- 
taneous Ventricular Fibrillation under Progressive Hypo- 
thermia 

E. T. ANGELAKos and A. H. HEGNAUER. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col. exp. Ther.] 127, 137-145, Oct., 1959. 2 figs., 42 refs. 


An intensive study of the relative efficacy of a number 
of compounds in reducing the incidence of ventricular 
fibrillation in dogs under immersion hypothermia is 
reported from the School of Medicine, Boston University. 
It is well known that most nonhibernating animals 
develop lethal ventricular fibrillation when the body 
temperature is lowered by 15 to 20°C. The incidence of 
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ventricular fibrillation and the temperature at which 
death occurred were therefore used as an index of the 
protective activity of the compounds. Quinidine was 
effective, but procainamide had no protective action and 
appeared to precipitate fibrillation at higher temperatures 
than those at which it normally occurred. Many anti- 
histamine drugs, for example antazoline, were more 
effective than quinidine. There was a significant decrease 
in the average lethal temperature as well as a decrease in 
the incidence of ventricular fibrillation, and this was taken 
as evidence of a specific action rather than of a general 
depressant effect on cardiac muscle. Although many of 
the effective drugs belonged to the antihistamine group, 
there was no apparent correlation between the anti- 
fibrillatory activity and other pharmacological properties. 
The authors point out that the mechanisms involved in all 
experimental and clinical arrhythmias are not identical 
and it should not be expected, therefore, that the same 
compound will be effective in all the different conditions. 
W. C. Bowman 


1346. A Study of the Central Action of Ganglionic 


Blocking Agents 

R. Murray, L. Beck, P. A. RONDELL, and D. F. Bonr. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol. exp. Ther.] 127, 157-163, Oct., 1959. 
4 figs., 9 refs. 


To determine whether ganglion-blocking agents have 


a central component of action in depressing blood 
pressure the authors, at the University of Michigan, Ann 
Arbor, carried out cross-circulation experiments in 
which the head of one dog was perfused entirely by 
blood from a donor dog. The surgical procedure 
ensured that there was no vascular connexion between 
the recipient dog’s head and its trunk, only the nervous 
connexions in the spinal cord being left intact. The 
general arterial pressures in the isolated head of the 
donor dog and in the trunk of the recipient animal were 
recorded simultaneously. The ganglion-blocking agents 
tetraethylammonium, hexamethonium, azamethonium, 
chlorisondamine, and mecamylamine were administered 
in doses of 1 to 5 mg. per kg. body weight intravenously 
to the donor or recipient animal or intra-arterially to 
the cross-circulated head. The drugs caused a significant 
fall in blood pressure in the trunk of the recipient dog 


only when they were administered intravenously to this - 


animal. When given intravenously to the.donor dog or 
intra-arterially to the cross-circulated head there was a 
reduction in blood pressure in the donor-isolated head 
system but no significant effect was observed in the blood 
pressure of the recipient body. These results provide 
strong evidence that, in the anaesthetized dog, the well- 
known peripheral ganglion-blocking action of the drugs 
studied is not supplemented by an action occurring in 
the brain. However, they do not rule out the possibility 
that the drugs possess some central ganglion-blocking 
action at the spinal-cord level. W. C. Bowmar 
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1347. A Comparison of the Diuretic Action of the 
Chlorothiazide Analogues 

D. S. YounG, T. M. Forrester, and T. N. MorGAN. 
Lancet [Lancet] 2, 765-768, Nov. 7, 1959. 5 figs., 9 refs. 


In this study carried out at the University of Aberdeen 
the authors have compared the action of the three 
diuretic drugs chlorothiazide, hydrochlorothiazide, and 
hydroflumethiazide by studying the electrolyte excretion 
pattern following their oral and intravenous administra- 
tion and by measuring the rate of urinary excretion of 
the drugs in 10 healthy male medical students. . 

It was found that an oral dose of 2,000 mg. of chloro- 
thiazide produced a 24-hour excretion pattern similar 
to that produced by 150 mg. of hydrochlorothiazide 
or 150 mg. of hydroflumethiazide. The diuretic action 
of chlorothiazide was, however, of shorter duration (12 
hours) than that of the other two drugs, and was also 
more likely to produce an increased loss of potassium 
and bicarbonate ions in the urine. Following intra- 
venous injections of 50 mg. of chlorothiazide and hydro- 
chlorothiazide a similar difference between the excretion 
patterns was also noted. Determination of the rate of ex- 
cretion of these diuretics in the urine after their intravenous 
administration showed that chlorothiazide was rapidly 
excreted, so that nearly all of it had been passed in the 
urine in 4 hours. Hydrochlorothiazide on the other 
hand was often present in the urine in detectable amounts 
8 to 10 hours after its intravenous administration. 
Similar recovery studies following the oral administration 
of the three drugs in doses of 2,000, 150, and 150 mg. 
respectively showed that recovery of chlorothiazide was 
incomplete, only 14-89% of the total dose administered 
being recovered over 24 hours compared with 70-89% of 


‘hydrochlorothiazide and 69-8°% of hydroflumethiazide, 


these results suggesting that chlorothiazide is largely 
unabsorbed from the alimentary tract. Confirmation of 
the rapid excretion of chlorothiazide previously observed 
after its intravenous injection was again demonstrated 
after oral administration. The excretion of both hydro- 
chlorothiazide and hydroflumethiazide in the urine was 
slower and more prolonged. 

The authors conclude that the more rapid excretion of 
chlorothiazide in the urine and its poor absorption from 
the intestine when given orally explain why a much 
larger dose of this drug is needed to produce a similar 
diuretic response to that obtained with the other two 
drugs. A. E. Read 


1348. Clinical Trial of Furazolidone in Treatment of 
Diarrhoea 


A. Massa. British Medical Journal [Brit. med. J. 2, 
1063-1065, Nov. 21, 1959. 3 refs. 


Gastro-enteritis accompanied by the emergence of 
highly virulent pathogenic bacteria resistant to all anti- 
biotics and sulphonamides is one of the main thera- 
peutic problems in Bombay. The discovery of a cheap 
and easily administered drug which does not produce 
bacterial resistance is thus of paramount importance. 
This paper reports a clinical trial of furazolidone, one of 
the nitrofuran derivatives, which has been shown in 
vitro to be active against a wide range of bacteria and 
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clinically to be effective against the organisms commonly 
encountered in intestinal infections, without producing 
resistance in them. The trial was carried out on 58 
patients suffering from acute gastro-intestinal disease 
who were treated with furazolidone in a dosage of 
100 mg. four times a day by mouth, no other treatment 
being given. The stools were examined bacteriologically 
in every case. Assessment of improvement was based 
on the number of stools passed on the first day and again 
on the fourth day of treatment, together with the number 
of days required to produce a clinical cure, this being 
defined as a return to normal work with the number of 
stools reduced to that normally passed. 

In 11 cases no growth of pathogenic bacteria was 
obtained and all patients in this group were regarded as 
clinically cured at the end of 4 days’ treatment. Of 12 
patients suffering from Salmonella infections, 11 were 
cured within 4 days. The stools of one patient with an 
infection due to Salm. typhimurium, however, were still 
positive at the 9th day, although the patient was then 
clinically cured. Rapid improvement (within 8 to 10 
hours) was seen in 9 patients with Shigella infections, of 
whom 7 were cured at the end of the course of treatment; 
in the other 2 it was still possible to obtain bacterial 
growth from the stools even after they were clinically 
cured. In 9 out of 10 patients infected with Escherichia 
coli clinical cure was obtained in 3 days; in the 10th 
case the stools still gave a positive culture at the follow- 
up. In 4 cases of amoebic dysentery the stools became 
normal within 8 to 12 days and Entamoeba histolytica, 
previously present, was no longer demonstrable. Simi- 
larly 7 patients with Giardia lamblia infections were also 
cured, with normal stools, within 4 days. 

The assessment of the results in an investigation of this 
nature is always a problem [but in view of the author’s 
wide experience in the treatment of gastro-intestinal 
disorders a clinical impression may be of considerable 
value]. It is his considered opinion that furazolidone is 
a convenient and valuable addition to the drugs available 
for the treatment of gastro-intestinal infections. The 
possibility of its being of value in the treatment of amoe- 
biasis is being further investigated. G. Clayton 


1349. A Method for Testing Analgesics in Rheumatoid 
Arthritis Using a Sequential Procedure 

J. HAsNAL, J. SHARP, and A. J. Popert. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 18, 189-202, 
Sept. [received Nov.], 1959. 1 fig., 26 refs. 


From Manchester Royal Infirmary the authors describe 
trials in which they compared the effectiveness of four 
analgesic drugs with that of calcium aspirin in the short- 
term relief of the symptoms of active rheumatoid arth- 
ritis, the drugs being (1) a new aspirin-like agent, 4- 
hydroxyisophthalic acid (HIPA), given in a dose of 
6:7 g. daily, (2) prednisone, 30 mg. daily, (3) phenyl- 
butazone, 300 mg. daily, and (4) N-acetyl-p-aminophenol 
(NAPAP), 7:5 g. daily; the calcium aspirin was given in 
a dose of 5 g. daily.. In each of the four trials every 
other patient in order of admission to the wards was given 
aspirin during the first week and one of the other drugs 
during the second week, the order of treatment being 
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reversed in the alternate patients. The trials were of 
the double-blind type and assessment of drug efficacy 
was made on the second, fifth, and seventh day of each 
week, the criteria used being the severity of pain and of 
stiffness (as reported by the patient), and the strength of 
his grip (in mm. Hg) as measured by the highest pressure 
mainiained for 2 or 3 seconds on squeezing a bag 
(attached to a sphygmomanometer and inflated to a 
pressure of 20 mm. Hg) three times alternately with each 
hand. The relative merit of each drug and the length 
of the trials were determined by means of sequential 
analysis (described in an appendix to the paper), the 
most satisfactory index for the sequential ¢ test being 
found to be the grip strength. It was noticed that the 
grip strength tended to be better during the second week 
in hospital irrespective of the order of drug administra- 
tion, and the authors therefore made adjustments for 
this in the analysis of the data. At the end of each trial 
the over-all findings were analysed by traditional statisti- 
cal methods and showed that in the above dosage and 
over the short period of the trials prednisone was 
superior to aspirin, phenylbutazone of about the same 
value, and HIPA and NAPAP inferior to aspirin. 
In regard to toxic reactions, of the 170 patients receiving 
aspirin, 48 (28°%) reported toxic effects, as did a similar 
percentage of those given NAPAP. Among those given 
prednisone and phenylbutazone the incidence of toxicity 
was lower, but no definite conclusions could be drawn 
regarding phenylbutazone since patients were not 
admitted to the trial when it was expected from the 
history that toxicity to this drug might arise. 

The authors conclude that although the method of 
sequential analysis has the attraction of perhaps limiting 
the duration of a comparative trial, it has also the dis- 


advantage of allowing comparison of only a single index 
and so precludes statistical evaluation of such important 
features as toxic effects and, in the present type of trial, 


rebound symptoms on withdrawal. T. J. Thomson 


1350. Effects of Chlorpromazine and Alcohol on Co- 
ordination and Judgment 

G. A. ZirKLe, P. D. Kina, O. B. McArTeg, and R. VAN 
Dyke. Journal of the American Medical Association 
[J. Amer. med. Ass.| 171, 1496-1499, Nov. 14, 1959. 


It has been suggested that chlorpromazine has a 
potentiating effect on alcohol. At Madison State Hos- 
pital, North Madison, Indiana, 24 subjects (including 6 
patients) were given the following four combinations of 
drugs: (1) 200 mg. of chlorpromazine with enough diluted 
alcohol to give a blood alcohol level of 0-05°%; (2).200 
mg. of chlorpromazine with a liquid placebo; (3) a 
placebo instead of chlorpromazine together with the 
diluted alcohol; and (4) two placebos. The subjects 
wete divided into 4 groups, each group being assigned to 
a different sequence of the four combinations. After 
about an hour the subjects underwent a series of eight 
tests of alertness and mental capacity, averages of the 24 
scores being graded 1 to 4, 1 being the best. The eight 
test scores so arrived at were then averaged for each 
treatment with the following results: 1-6 for the two 
placebos, 2-4 for alcohol and a placebo, 2-5 for chlor- 


promazine and a placebo, and 3-5 for the combination 
of chlorpromazine and alcohol, indicating that the last 
two drugs taken together caused more mental impair- 
ment than either taken alone. V. J. Woolley 


1351. On the Mechanism of Action of Chlorpromazine 
G. KARREMAN, I. ISENBERG, and A. SZENT-GYORGYL 
Science [Science] 130, 1191-1192, Oct. 30, 1959. 7 refs, 


Oxidation and reduction reactions involve either the 
acceptance or the loss of 2 hydrogen atoms (2 electrons 
+2 protons). Accordingly substances regarded as oxi- 
dants or reductants have two stable configurations differ- 
ing from each other by 2 hydrogen atoms. It has been 
shown that complexes may be able to transfer electrons 
from one molecule to the other within the complex, the 
electrons moving from the highest filled orbit of the 
donor to the lowest filled orbit of the acceptor. For 
complete acceptance of the electron, additional energy 
supplied by the absorption of light is necessary. The 
electron levels of chlorpormazine calculated by the 
L.C.A.O. method gave K values of —0-217 for the highest 
filled orbit and —1-000 for the lowest empty orbit. 
The minus sign of K for the highest filled orbit makes 
chlorpromazine an extraordinarily strong electron donor, 
Measurements of the electron level of lysergic acid di- 
ethylamide and serotonin, which both act on the central 
nervous system, showed that they also were electron 
donors. The chemical behaviour of chlorpromazine 
supports the calculations, as it forms a complex with 
riboflavin solution on freezing with dry ice, this being 
indicated by the colour of the solution changing to. 
greenish-brown and the loss of fluorescence. Thus if a 
drug acted on the electric double layer on the cell surface 
the donation of electrons to this positive layer would 
cause depolarization and excitation, while the donation 
of electrons to the inner negative layer would cause 
hyperpolarization and inhibition. The evidence sup- 
ports the assumption that the therapeutic effect of chlor- 
promazine is related to its being a powerful donor of 
electrons. P. A. Nasmyth 


1352. Stimulant Therapy with Deanol in Depression, 
Migraine, and Tension Headaches 

E. Setrer. Journal of the American Geriatrics Society 
[J. Amer. Geriat. Soc.] 7, 877-879, Nov., 1959. 14 refs. 


At Forest Hills Nursing Home, N.Y., 77 patients 
suffering from mild depression, migraine, and tension 
headaches were treated with deanol (the para-acetamido- 
benzoic acid salt of 2-dimethylaminoethanol) in a dosage 
of 25 to 125 mg. daily. The ages of the patients ranged 
from 37 to 81 years, 22 being over 70. Deanol is con- 
sidered to be an intracellular precursor of acetylcholine, 
which readily crosses the blood-brain barrier. The 
effects of the drug were apparent within 10 days, and 
withdrawal usually resulted in relapse. The author 
claims that deanol is particularly effective in the treat- 
ment of acute reactive depression and headaches, and 
that it is safe. There was no biochemical evidence of 
toxicity, and transient constipation was the commonest 
of the mild side-effects. [No controls are mentioned, 
and protocols are not given.] J. N. Agate 
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Infectious Diseases 


1353. The Rapid Cure of Oxyuriasis with Pyrroviny- 
quinium Pamoate. General Considerations in the Clinical 
Trial of Oxyuricides. (La cure-éclair de l’oxyurose par 
le pamoate de pyrrovinyquinium. Considérations 
générales sur les essais cliniques des oxyuricides) 

J. Bicuet, S. DeBLock, A. CAPRON, and J. M. MACHEZ. 
Presse médicale [Presse méd.| 67, 1739-1740, Oct. 10, 
1959. 16 refs. 


Pyrvinium pamoate (the pamoate or embonate salt of 
bis -6-dimethylamino - 2 - [2-(2: 5 - dimethyl - 1 -phenyl - 3 - 
pyrrolyl)vinyl]-1-methylquinolinium) was used in a 
clinical trial against infection with Enterobius vermicu- 
laris in 45 children weighing from 18 to 33 kg. The trial, 
here reported from the University of Lille, was carried 
out at the Institut Médico-Pédagogique, Armentiéres. 
The children were believed to be heavily infected since 
three strongly positive Graham swabs had been obtained 
during the week previous to treatment; follow-up 
examinations were made over a period of 6 weeks after 
treatment. Three treatment schedules were employed, 
as follows: (1) 20 children received 2 mg. per kg. body 
weight divided in 3 doses daily for 7 days; (2) 7 children 
were given 5 mg. per kg. in a single dose daily for 3 days; 
and (3) 18 children received 5 mg. per kg. in one dose only. 
In Group 1 several children were still harbouring the 
parasite during the first week after treatment, but only 
3 were positive during the second week, while from the 
third to the sixth week all the children were negative; 
only in the seventh week did re-infection appear. In 
Group 2 all 7 children remained negative for 6 weeks after 
treatment except 2 in whom eggs were found immediately 
after completion of treatment. In Group 3 eggs were 
found in 9 of the 18 children at the first post-treatment 
examination but in only 2 at the second, both examina- 
tions being carried out in the first week; thereafter all 
children remained negative for.6 weeks. The drug was 
well tolerated in all cases. The authors point out that in 
this region of France oxyuriasis is endemic in children, 
the incidence in some areas reaching 100°%. 

O. D. Standen 


1354. Clinical Observations and Therapeutic Experience 
in Sarcoidosis. (Klinische Beobachtungen und thera- 
peutische Erfahrungen bei Morbus Boeck (Sarcoidose)) 
K. B. Lee. Beitrdége zur Klinik der Tuberkulose und 
Sspezifischen Tuberkulose-Forschung [Beitr. Klin. Tuberk.} 
120, 388-407, 1959. 2 figs., bibliography. 


The author discusses 41 cases of sarcoidosis observed 
at the Bellevue Clinic, Montana, Switzerland, between 
1949 and 1958. There were 21 females and 20 males 
Tanging in age from 17 to 47 years, 58% being between 
20 and 30. The period of observation varied from 14 
to 12 months, but was more than 5 months in 70% of 
Cases. Nine patients had a family history of pulmonary 
tuberculosis; 10 had undergone tonsillectomy and 8 


appendicectomy before the present illness. The cases 
are subdivided into 2 groups: (1) acute (16 cases, 12 in 
females); and (2) ingravescent (25 cases). 

The symptoms included lassitude and malaise (15 
instances), loss of appetite and weight (15), cough (14) 
feverishness (11), erythema nodosum (8), dyspnoea (7), 
chest pain (5), eye disturbances (4), limb pains (3), 
swelling of lymph nodes (3), chronic tonsillitis (3), skin 
affections other than erythema nodosum (2), and hoarse- 
ness, facial palsy, and acute tonsillitis (1 each). The 
organs involved in Group 2 included the extrapulmonary 
lymph nodes (9), liver and spleen (5), eyes (2), limbs (2), 
meninges (1), central nervous system (1), and salivary 
glands (uveoparotitis) (1). In most cases in Group 1 
the erythrocyte sedimentation rate was between 9 and 
35 mm. in 1 hour (Westergren); the rate was normal in 
13 of the 25 cases in Group 2. Monocytosis was present 
in 21 cases and eosinophilia in 12 in Group 2, whereas 
the corresponding figures for Group 1 were 9 and 3 cases. 
Enlarged tracheo-bronchial or paratracheal lymph nodes, 
all on the right side, were demonstrated radiologically. 
in 16 cases. In Group 1 5 patients were Mantoux- 
positive at the onset of the disease to 1:10,000 to 
1: 1,000,000 tuberculin. By the time of admission, how- 
ever, only 5 patients were Mantoux-positive (one to 
1:1,000 and 4 to 1:100), while 8 were negative to 1:100 
(the result in 3 cases being unknown). In Group 2 3 
patients were Mantoux-positive to 1:1,000 and 7 to 
1:100, while 11 were negative to 1:100 (the result in 4 
cases being unknown). In 5 cases, including one with 
meningeal signs, the disease was thought to have followed 
B.C.G. vaccination. 

In 23 cases “* tebafen ”, a compound tablet containing 
10 mg. of a thiosemicarbasone with 40 mg. of isoniazid, 
was given in a dosage of 1 tablet per 10 kg. body weight 
per day for an average period of 44 months, together 
with cortisone [dosage not stated] in 7 cases. The 
remaining patients were treated with various drug com- 
binations, including cortisone, streptomycin, PAS, isoni- 
azid, and arsenic [dosage not stated] except for 2 who 
received arsenic alone. It is claimed that the patients 
treated with tebafen generally showed a more rapid and 
lasting improvement than those treated with other drugs, 
acute cases doing better than the more chronic types. In 
the author’s opinion those patients who failed to improve 
with tebafen had not been treated for a long enough 
period. The patients treated with the other antitubercu- 
lous drugs showed no appreciable difference in progress 
from a control series of* 27 untreated patients from an- 
other clinic. Cortisone had little or no effect on hilar 
lymph-node enlargement. The author considers that 
the possibility of spontaneous remission having occurred 
in any of his cases can be excluded because in his experi- 
ence this is confined to cases without signs or symptoms 
other than those of bilateral hilar lymph-node enlarge- 
ment. 
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[The abstracter feels that the author’s enthusiasm for 
tebafen is not justified by the results reported, especially 
in view of the short period of observation.] 

I. M. Librach 


VIRUS DISEASES 


1355. Arterial Hypertension after Poliomyelitis. [In 
English] 

I. ZmAny1, M. ProwAszKa, M. SzZonpy, and S. ORMAI. 
Acta medica Scandinavica [Acta med. scand.| 164, 497-— 
505, 1959. 28 refs. 


The incidence of hypertension following poliomyelitis 
was studied over a period of 18 months in 336 patients 
at the Heine—Medin Rehabilitation Hospital and Poly- 
clinic, Budapest. The ages of the patients ranged 
from 4 months to 19 years, and the sex distribution was 
equal. Hypertension was present in 88 (26%) of the 
patients, the mean rise in systolic pressure being 12 to 
28% and that in diastolic pressure 13 to 39%. The 
incidence among patients in whom poliomyelitis devel- 
oped in 1957 was similar to that in patients with onset of 
the disease in the years 1945-56. In the former group 
47% of those who developed hypertension still had 
increased blood pressure one year later. The authors 
state that this last finding, together with the figures for 
patients in whom poliomyelitis developed in the earlier 
years, indicates that the hypertension is not always 
transient. Of the 336 patients, 47 (14°) had been treated 
for respiratory insufficiency during the acute phase of 
the disease, and of these 24 were hypertensive. Analysis 
of the cases showed that the “‘ more extensive the para- 
lysis, the more frequent the hypertension”. The inci- 
dence of hypertension was highest among patients with 
the encephalo-bulbo-spinal form of the disease. 

It is suggested that research in the field of post-polio- 
myelitic hypertension may throw fresh light on the 
causes of hypertension in the young. . H. Johnson 


1356. Viral Disease of the Central Nervous System: 
Influence of Poliomyelitis Vaccination on Etiology 

E. H. Lennette, R. L. MAGorrin, N. J. ScHMIDT, and 
A. C. Houuster Jr. Journal of the American Medical 
Association [J. Amer. med. Ass.) 171, 1456-1464, Nov. 14, 
1959. 1 fig., 19 refs. 


From June, 1955, to December, 1957, 1,407 cases of 
suspected virus infection of the central nervous system 
(C.N.S.) were investigated in the laboratories of the 
California State Department of Public Health. In each 
case 3 or 4 stools were collected at 1- to 3-day intervals 
during the acute illness and blood specimens were 
taken when the patient was first seen and again 14 days 
and 4 to 6 weeks later. The stools were examined for 
poliomyelitis, Coxsackie, and £.C.H.O. viruses, while 
the serological tests included complement-fixation tests 
for poliomyelitis, mumps, western equine and St. Louis 
encephalitis, and herpes simplex. Clinically, the cases 
were grouped as follows: paralytic poliomyelitis, 497; 
non-paralytic poliomyelitis (N.P.P.), 593; aseptic menin- 
gitis, 120; encephalitis, 124; other CNS. disease, 39; 
and febrile illness only, 34. 


INFECTIOUS DISEASES 


An enterovirus was isolated from the stools in 624 
(44°) of the 1,407 cases, poliovirus being isolated in 331 
(24°%) and unidentified E.C.H.O. virus in 86 (6%). In 
14 instances two different viruses were recovered from 

the stools of the same person. Poliovirus was recovered 

from 54% of cases of paralytic poliomyelitis, 9% of 

cases of N.P.P., and 6% of cases of aseptic meningitis. 

Coxsackie viruses (Group B, Types 2, 3, 4, and 5 and 

Group A, Type 9) were recovered in the following pro- 

portions of cases: paralytic poliomyelitis, 5°4; N.P.P., 

21%; aseptic meningitis, 29°%; encephalitis, 179%; and 

other C.N.S. disease, 10%. Unidentified E.C.H.O. 

virus was recovered from 10% of cases of N.P.P. and 

aseptic meningitis, 3°% of those of paralytic poliomye- 

litis, and 3% of those of encephalitis. Of the strains of 
poliovirus isolated, 266 were of Type 1, 57 of Type 3, 

and 8 of Type 2; 75% of the Coxsackie strains isolated 
were either Type B 4 or Type B 5 (74 and 79 strains 

respectively). Poliovirus was recovered from 81% of 
unvaccinated patients under 5 years old with paralytic 
poliomyelitis, from 64% of those aged 5 to 14, and from 
60% of those aged 15 to 39. In each age group recovery 
of poliovirus from patients with paralytic poliomyelitis 
was slightly less amongst those given one dose and 
markedly less amongst those given two or more doses of 
vaccine, the figures for the latter being: 0 to 4 years, 36%; 
5 to 14, 16%; and 15 to 39, 30%. Only 21 patients 
diagnosed as having paralytic poliomyelitis had received 
3 or more doses of vaccine. These were mostly 5 to 14 
years old; only one yielded poliovirus. The lower 
recovery of poliovirus from vaccinated patients was 
associated with a higher recovery of Coxsackie and un- 
identified E.C.H.O. virus, especially from patients aged 
0 to 14 years. For this reason, together with the sero- 
logical evidence, the authors consider [rightly, in the 
abstracter’s opinion] that the illnesses observed in vac- 
cinated patients with a clinical diagnosis of poliomyelitis 
were less often due to the poliovirus and more often to 
other causes than those in the unvaccinated: 

Serological evidence of poliovirus infection was found 
in only 12 (8°%%) of the 155 cases of paralytic disease in 
which the diagnosis had not already been confirmed by 
isolation of the virus. A rise in the poliomyelitis anti- 
body titre or a high titre was found less than half as often 
among the vaccinated as among the unvaccinated. 
Evidence of other viral infection was encountered mostly 
in vaccinated cases of clinical poliomyelitis and in cases 
of aseptic meningitis and encephalitis. Isolation and 
serological data together showed that a second virus 
infection was present in about 2°% of patients excreting 
a poliovirus and in 8°% of those with a Coxsackie virus 
infection. Among those with an unidentified entero- 
virus the data, although incomplete, suggested that 
about 25% were infected with another virus. 

The authors point out that the finding of Coxsackie 
or other viruses in cases of paralytic illness in which polio- 
virus is not detected does not in itself indicate these as 
being the causal agents rather than coincidental infec- 
tions. It seems probable, however, that at least some of 
the cases of paralysis in the present series were caused 
by viruses other than the poliovirus. The observations 

reported support the view that widespread vaccination 
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against poliomyelitis would make paralysis due to other 
viruses more conspicuous. 

[This is an excellent paper which should be read in 
full.) I. M. Librach 


1357. Common Colds in Denmark. The Danish Na- 
tional Morbidity Survey of 1950 Communication No. 24 
N. S. Jacossen. Danish Medical Bulletin [Dan. med. 
Bull.) 6, 214-220, Oct., 1959. 4 refs. 


In conjunction with the Morbidity Survey of 1950 a 
special inquiry was made as to common colds in Den- 
mark, this inquiry extending over the months May to 
October, 1953; the purpose was to elucidate certain 
matters not covered by the Survey itself. In all, 15,858 
persons were asked these special questions. 

The factor of uncertainty in retrospective inquiries is 
pointed out. The “cold frequency” is slightly higher 
for females than for males; but more males are more 
frequently attacked by colds. Both the number of per- 
sons who never or rarely have a cold and the number of 
those who have several colds in the course of a year 
greatly exceed the number anticipated. The “cold 
recurrence frequency” is highest among the young. 
Inferior housing causes a somewhat higher cold fre- 
quency and a much higher recurrence frequency. Colds 
with catarrh are most frequent among the young, and 
colds without catarrh after the age of 60. Of all those 
interviewed 76-79% say they never are absent from work; 
60-4°%% of those who admit absences say the period is 
less than 3 days. The young say they have the shortest 
absences. Of those subject to colds 3-2% state that they 
suffer from otitis media “‘ now and then ” or “ always ”’. 
—[From the author’s summary.] 


1358. The Diagnosis of Influenza: a Clinical and Sero- 
logical Study 

P. S. Tweepy, A. J. BEALE, and W. CAMPBELL. Medical 
Officer [Med. Offr] 102, 235-237, Nov. 6, 1959. 3 refs. 


The clinical and serological manifestations of Asian 
influenza were studied in 121 cases seen at the General 
Hospital, Newcastle upon Tyne, during the last 4 months 
of 1957 and the first 4 months of-1958, the clinical findings 
being correlated with the results of laboratory tests 
carried out on blood samples obtained at the first 
examination and during convalescence. Sera were tested 
with influenza-A and -B soluble antigens, influenza-C 
Sendai antigen, and adenovirus and also for psittacosis 
and Q fever. When the results with influenza-A soluble 
antigen were negative the serum was tested against 
allantoic fluid derived from eggs which had been infected 
with an Asian strain of influenza virus. Serological 
evidence of infection with influenza-A virus was obtained 
in 58 cases. 

In a typical case the illness was of sudden onset with 
fever and severe constitutional disturbances. The tem- 
perature was above 100° F. (37-8°C.) and there were 
chills, headache, myalgia, and sore throat. Cough was 
accompanied by a sensation of retrosternal soreness. 
This syndrome was observed in 17 cases, including 13 
giving positive serological evidence of influenza-A virus 
infection and 2 giving evidence respectively of influenza-B 
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virus infection and Sendai-virus infection. Usually the 
results of laboratory tests were negative when the 
temperature was below 37-8°C., when coryza was — 
the major manifestation, or when persistent sore throat 
constituted the only evidence of infection of the 
respiratory tract. A. Garland 


1359. Inoculation of Human Volunteers with Para- 
influenza Viruses Types 1 and 3 (HA 2 and HA 1) 
D. A. J. TYRRELL, M. L. BYNoeg, K. B. PETERSEN, R. N. P. 
Sutton, and M. S. Perera. British Medical Journal 
[Brit. med. J.] 2, 909-911, Nov. 7, 1959. 11 refs. 


The pathogenicity of two recently isolated respiratory 
viruses termed haemadsorption viruses Types 1 and 2 
(HA 1 and HA 2) was tested at the Common Cold 
Research Unit, Salisbury, by means of intranasal inocu- 
lation of adult human volunteers. These viruses belong 
to the groups now designated para-influenza 1 and para- 
influenza 3, serologically identical with HA 2 and HA 1 
respectively. 

Of 18 volunteers who were inoculated with a Danish 
strain (Cop 222) of para-influenza 1, which was adminis- 
tered as fluid from the first, second, and fifth tissue-culture 
passages, 9 became infected, 6 of them showing symp-. 
toms of a mild cold after 4 to 6 days’ incubation; 2 of 
the infected persons had detectable neutralizing antibody 
in the serum before inoculation. Two strains of para- 
influenza 3 were tested, one, the Moss strain, having 
been isolated originally in Sheffield, and the other, Strain 
K, in London. Of 15 subjects inoculated with fifth- 
passage Moss virus, 5 became infected and showed symp- 
toms, while one became infected but remained symptom- 
less. K _ virus, as second-passage material, was given to 
5 volunteers, of whom 2 became both infected and ill. 
The symptoms produced by para-influenza viruses 1 and 
3 were similar, except in one case in which a volunteer 
who had received a large dose of K virus developed 
fever of 4 days’ duration together with headache, coryza, 
muscular aches, and cough. The illnesses were con- 
sidered to be clinically indistinguishable from those 
produced by the intranasal instillation of washings con- 
taining the common cold virus, but the incubation period 
was longer in the case of the para-influenza virus in- 
fections. J. E. M. Whitehead 


1360. Isolation of Measles Virus at Autopsy in Cases of 
Giant-cell Pneumonia without Rash 

J. F. Enpers, K. McCartuy, A. Mirus, and W. J. 
CHEATHAM. New England Journal of Medicine [New 
Engl. J. Med.) 261, 875-881, Oct. 29, 1959. 26 refs. 


Measles virus was isolated from tissue obtained at 
necropsy on 3 patients with giant-cell pneumonia at the 
Children’s Hospital, Boston. None of the patients had 
had signs or symptoms of typical measles during the 
chronic debilitating illness for which they were admitted 
to hospital, and the diagnosis post mortem of giant-cell 
pneumonia was based on the presence of multinuclear 
giant cells with intranuclear and intracytoplasmic inclu- 
sion bodies and a preponderance of mononuclear cells 
in the lungs, squamous metaplasia of the bronchial and 
bronchiolar epithelium, proliferation of alveolar lining 
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cells, and, occasionally, giant cells in extrathoracic 
tissues. The underlying chronic condition in these 3 
patients was, respectively, mucoviscidosis, leukaemia, 
and Letterer-Siwe disease. Virus was isolated from 
mucopurulent bronchial aspirate, lung tissue, or liver 
tissue by culture techniques with human kidney cells. 
Cytopathogenic effects, observed 5 to 15 days after 
inoculation, were indistinguishable from those induced by 
measles virus—namely, loss of cell boundaries in groups 
of cells scattered throughout the monolayer, fusion of the 
cytoplasm to form giant cells or syncytia, and ultimate 
vacuolization and disintegration of the syncytia. 
Stained preparations revealed eosinophilic intranuclear 
and intracytoplasmic inclusion bodies. The agents pro- 
duced these changes in the first or second passage in 
human kidney cells, and after 6 to 8 passages were readily 
adapted to human amnion cells. Similar cytopatho- 
genic changes were observed in monkey kidney cells, and 
in HeLa cells the effects appeared rapidly within 3 days 
of inoculation. The giant-cell pneumonia virus was 
successfully transferred to cynomolgus monkeys with 
the development of convalescent-phase complement- 
fixing and virus-neutralizing antibodies, but without the 
development of clinical evidence of measles. Tests with 
neutralizing and complement-fixing antibodies in human 
and monkey sera reacting with giant-cell pneumonia and 
measles virus confirmed the antigenic similarity and also 
strongly suggested that in antigenic composition these 
agents are identical. The virus could not be trans- 
ferred to chick embryos or suckling mice. 
D. Geraint James 


1361. Persistence of Measles Virus and Depression of 
Antibody Formation in Patients with Giant-cell Pneumonia 
after Measles 

A. Mirus, J. F. ENpers, J. M. Craic, and A. HOLLOWAY. 
New England Journal of Medicine [New Engl. J. Med.] 261, 
882-889, Oct. 29, 1959. 1 fig., 7 refs. 


In this paper from the Children’s Cancer Research 
Foundation and the Children’s Medical Center, Boston, 
the authors describe the recovery of measles virus from 
throat washings, lung tissue, or liver tissue from 3 out 
of 4 leukaemic children with clinical evidence of measles 
complicated by severe pneumonia. The findings at 
necropsy in the 2 fatal cases confirmed the presence of 
giant-cell interstitial pneumonia. All the agents were 
readily cultured in human kidney tissue, and the cyto- 
pathogenic changes were identical with those produced 
by measles virus and by the virus recovered from giant- 
cell pneumonia without rash. The antigenic identity of 
these agents was further confirmed by tests with comple- 
ment-fixing and virus-neutralizing antibodies. In the 
2 fatal cases virus persisted in the upper respiratory tract 
for several weeks after the appearance of the measles 
rash, in contrast to its usual rapid disappearance after 
the exanthem in otherwise healthy subjects. Measles 
antibodies did not develop in the 2 fatal cases and were 
depressed in the 2 patients who recovered, another strik- 
ing difference from otherwise healthy subjects. These 
differences are considered to be due to the leukaemic 
process depressing normal mechanisms of resistance. 

D. Geraint James 


1362. The Clinical Spectrum of ECHO-virus Infection, 
[Review Article] 

J. P. SANForD and S. E. Sutkin. New England Journal 
of Medicine [New Engl. J. Med.| 261, 1113-1122, Nov. 26, 
1959. Bibliography. 
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Q FEVER 


1363. Chronic Q Fever. 1. Clinical Aspects of a Patient 
with Endocarditis 

A. O. Rosson and C. D. G. L. SHimmin. British 
Medical Journal (Brit. med. J.| 2, 980-983, Nov. 14, 1959. 
2 figs., 25 refs. 


A case is described of a ostiees and fatal illness 
which at first resembled subacute bacterial endocarditis 
with some atypical features. On further investigation 
the illness was found to be due to a chronic infection 
with Rickettsia burneti, the causative agent of Q fever. 

The patient, a middle-aged man, had an acute pneu- 
monia resembling Q fever; he recovered and was 
apparently well for 6 months. He then became ill with 
a swinging fever and signs of aortic valve incompetence 
which lasted until his death from cerebral haemorrhage 
and acute pulmonary oedema some 18 months later. 
Serological evidence of infection with R. burneti was 
found at the beginning of the chronic illness, and the 
rickettsia was isolated from the blood stream during life 
and from various organs, including the aortic valves, 
after death. 

The literature concerning similar cases is briefly 
reviewed, and we have concluded that Q fever may pursue 
a chronic course and that on occasion the site of infection 
may be in the heart valves.—[Authors’ summary.] 


1364. Chronic Q Fever. 2. Morbid Anatomical and 
Bacteriological Findings in a Patient with Endocarditis 

P. S. ANDREws and B. P. MARMION. British Medical 
Journal [Brit. med. J.]2, 983-988, Nov. 14, 1959. 11 refs. 


This paper describes the pathological and bacterio- 
logical findings in the case of chronic Q fever infection 
described clinically by Robson and Shimmin [see Abstract 
1363]. 

Examination of the patient’s serum at the beginning of 
his chronic illness revealed high titres of complement- 
fixing antibody to both antigenic phases of Rickettsia 
burneti. The rickettsia was isolated from the blood 
stream on two widely separated occasions during the 
chronic illness. An account of the experiments estab- 
lishing these points is given in detail. Examination after 
death revealed a cerebral haemorrhage, a distorted aortic 
valve with vegetations, and various secondary changes 
in other organs resulting from heart failure. Micro- 
colonies of rickettsia-like organisms were seen in histo- 
logical sections of the aortic-valve vegetations, which were 
also shown by guinea-pig inoculation to contain R. 
burneti in large numbers. In addition, the rickettsia 
was isolated from the lung and spleen. 

The findings differed in a number of ways from those 
of subacute bacterial endocarditis, and this point is 
explored in detail.—[Authors’ summary.] 
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Tuberculosis 


1365. Epidemics of Primary Tuberculosis and Their 
Significance. [In English] 

E. EMERTSEN. Acta tuberculosea Scandinavica [Acta 
tuberc. scand.| 37, 203-216, 1959. 1 fig., 23 refs. 


During 1956 3 children with symptoms of primary 
tuberculosis were admitted to hospital in Bergen, Nor- 
way, a city in which tuberculous infection had become 
rare. (In 1955 only 1-4% of children aged 7 years were 
tuberculin-sensitive.) Since the 3 patients came from 
the same neighbourhood the majority of the inhabitants 
in the area (some 10,000 adults and 3,000 children) were 
subjected to tuberculin tests and, where necessary, x-ray 
examination of the chest. A total of 48 cases of tuber- 
culosis were found, the results of the tuberculin tests 
indicating recent infection in 42 of them. All 42 patients, 
24 of whom were under 14 years of age, lived in the same 
small group of houses as the original 3 patients; an 
assistant in one of the shops serving these houses was 
found to have active tuberculosis and was considered to 
have infected those with whom she came into contact. 

Other instances of local epidemics are discussed, and 
the importance of epidemiological investigation of those 
that do occur is stressed. T. M. Pollock 


1366. Immunity in Tuberculosis. [Review Article] 

J. M. Rosson and F. M. SuLLIVAN. British Journal of 
Diseases of the Chest [Brit. J. Dis. Chest] 54, 3-21, 
Jan., 1960. Bibliography. 


1367. The Specificity of the Tuberculin Reaction in Man 
in Great Britain 
T. M. Pottockx, I. SUTHERLAND, and P. D. Hart. 
Tubercle [Tubercle (Lond.)| 40, 336-354, Oct., 1959. 
2 figs., 30 refs. 


Between 1954 and 1956 a total of 7,646 Royal Air Force 
Tecruits, mostly aged 18 or 19 and all under 25, were 
tested with a series of increasing doses of old tuberculin. 
Of these, 1,211 reported close contact with pulmonary 
tuberculosis, 922 reported moderate, 401 slight, and 
5,112 no contact. The main purpose of the inquiry was 
to study the possibility that positive reactions to a high 
dose of tuberculin among persons with negative reac- 
tions to a low dose are produced by an agent other than 
the tubercle bacillus. The approach adopted was an 
extension of that previously used by Palmer and his 
colleagues in the U.S.A. when studying similar material 
in nurses. For example, in the present study, of the 
Subjects negative to 3 tuberculin units (T.U.), 27% of 
those reporting close contact, 30°% of those reporting 
moderate or slight contact, and 30% of those reporting 
no contact gave positive reactions to 100 T.U. The 
Similarity of these percentages in the face of the differ- 
ences in contact history suggests that the reactions 
to 100 T.U. might be non-specific for previous tuber- 
culous infection. A detailed study on these lines showed, 
however, no association with contact history for any 


dose of tuberculin greater than 1 T.U.; thus if the 
arguments used are valid non-specificity in Britain 
apparently begins at 1 T.U. of old tuberculin. This 
concept is clinically difficult to accept, and the approach 
based on contact history has therefore been questioned. 
It is concluded that the epidemiological-statistical - 
arguments used by Palmer are inadequate to demonstrate 
the occurrence in man in Britain of tuberculin sensitivity, 
associated with reactions only to a strong dose of tuber- 
culin (100 T.U.), which is not due to tuberculous infec- 
tion. So far, on the evidence available, weak degrees 
of tuberculin sensitivity in man in Britain appear to be 
explicable on the basis of tuberculous infection. Im- 
munological studies using tuberculins prepared from 
different mycobacteria probably represent the best way 
to determine in Britain and elsewhere whether tuberculin 
sensitivity in man occurs to an appreciable extent as a 
cross-reaction to agents other than Mycobacterium 
tuberculosis. A, J. Karlish 


1368. Story of the Tuberculin Test from an Epidemio- 
logic Viewpoint. [Monograph] 

P. Q. Epwarps and L. B. Epwarps. American Review 
of Respiratory Diseases [Amer. Rev. resp. Dis.| 81, 
Suppl., 1-47, Jan., 1960. 18 figs., bibliography. 


1369. Cycloserine Therapy. (Zur Cycloserin-Therapie) 
J. and H. BertTHoip. Schweizerische Zeitschrift 
fiir Tuberkulose und Pneumonologie (Schweiz. Z. Tuberk.] 
16, 292-319, 1959. 4 figs., 5 refs. 


A large-scale chemotherapeutic trial is reported from 
the Ténsheide Hospital, Schleswig-Holstein, Germany, 
in which 459 patients with pulmonary tuberculosis were 
treated with cycloserine given either alone or alternating 
with isoniazid. Of the newly diagnosed cases, 131 had 
received no previous treatment and 31 had already 
received some standard antituberculous chemotherapy. 
In the remaining 297 cases relapse of previously arrested 
tuberculosis had occurred. Cavities were present in 
327 cases, and in 310 the sputum was positive for tubercle 
bacilli at the beginning of the trial. 

Treatment was given in a varying number of courses, 
usually of 2 to 3 months’ duration, and the dosage of 
cycloserine was usually 1 g. a day, slowly reached over a 
period of 2 to 3 weeks. The conclusions reached may 
be summarized as follows. (1) Cycloserine has a con- 
siderable tuberculostatic effect, and when administered 
together with isoniazid the favourable results approach 
those usually obtained with isoniazid and streptomycin. 
(2) Significantly better results are obtained in recent 
than in old cases of tuberculosis, and success in any given 
case depends to 4 considerable degree on the sensitivity 
of the organisms to isoniazid and streptomycin. (3) Un- 
desirable reactions are rare, and in this trial caused the 
discontinuance of treatment in 11 cases only. 

A. J. Karlish 
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1370. Comparison of Isoniazid Alone with 
PAS in the Original Chemotherapy of Newsesiiany 
Pulmonary Tuberculosis 

S. Pumurps. American Review of Respiratory Diseases 
[Amer. Rev. resp. Dis.] 80, 641-647, Nov., 1959. 5 figs., 
9 refs. 


After the 14th U.S. Veterans Administration—Armed 
Forces Conference, held in 1955, a random-selection 
type of study was organized to compare the use of isoni- 
azid alone with that of isoniazid plus PAS in the original 
treatment of minimal and non-cavitary moderately ad- 
vanced pulmonary tuberculosis. The prescribed dosage 
was 100 mg. of isoniazid and 4 g. of PAS, both to be 
given 3 times daily. By 1959 data were available for 
282 patients, of whom 189 had received treatment for 
5 to 8 months. The diagnosis in all cases had been 
confirmed by the demonstration of tubercle bacilli in the 
sputum. The group receiving isoniazid alone numbered 
134 and that receiving isoniazid plus PAS 148. The back- 
ground data of the two groups showed remarkable 
similarities. 

The numbers of cases in which moderate or marked 
radiological improvement was achieved were practically 
identical in the two groups, as were the sputum conver- 
sion rates. Only 28 of the 189 patients treated for 5 to 
8 months failed to achieve sputum conversion. Isoni- 
azid-resistant organisms were recovered from 3 patients, 
of whom 2 were receiving isoniazid alone. 

It is concluded that for minimal or non-cavitary 
moderately advanced disease the therapeutic results of 
giving isoniazid alone are probably as good as those 
obtained with isoniazid plus PAS. Norman F. Smith 


1371. Fatality Ratio for Lupus Vulgaris Cutis 

O. Horwitz. American Review of Respiratory Diseases 
[Amer. Rev. resp. Dis.] 80, 659-675, Nov., 1959. 5 figs., 
9 refs. 


During the years 1895-1954 a total of 3,902 patients 
with lupus vulgaris cutis were treated at the Finsen 
Institute, Copenhagen. After the exclusion of 465 
whose subsequent fate could not be determined the 
mortality among the remaining 3,313 was compared 
with that of the general population by the calculation of 
fatality ratios. ‘* By the fatality ratio is understood the 
ratio between the observed and the expected number of 
deaths. The expected number is that which would have 
been found if the over-all mortality rate of the patient- 
group was the same as that for the general population.” 

This investigation showed that the prognosis for 
patients in whom lupus was the only form of tuberculosis 
was good, their survival rate being that of the general 
population. Nearly 80°%, however, suffered also from 
other forms of tuberculosis and in these the prognosis 
was worse, particularly when respiratory tuberculosis 
occurred. Between childhood and the age of 35 the 
mortality among patients with lupus greatly exceeded 
that for the general population, but thereafter the ob- 
served number of deaths was lower than the expected 
number. 

The fatality ratios were computed independently of 
statements of cause of death. This, in the author’s 
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opinion, has an advantage over other methods often 
used in public health and clinical work to evaluate the 
seriousness of diseases. Norman F. Smith 


1372. Conservative Therapy in Skeletal Tuberculosis: 
an Appraisal Based on Experience in South Africa 

C. J. CAPLAN. Tubercle [Tubercle (Lond.)] 49, 355-368, 
Oct., 1959. 8 figs., 15 refs. 


Skeletal tuberculosis is a vast stiles among the 
native population of South Africa, where it is estimated 
that there are about 10,000 cases requiring orthopaedic 
attention. The number of beds in fully equipped hospi- 
tals falls far short of this number, so most patients are 
nursed in inexpensive open-air hospitals in which there 
are no operating facilities. 

Most of the patients are children. The organism is 
of the human type, and spinal caries accounts for about 
70° of the skeletal infections. Most of the children are 
in an advanced stage of the disease on admission and 
have active pulmonary lesions as well. Antibiotics are 
used as a routine, the commonest combination being 
isoniazid (15 mg. per kg. body weight) and streptomycin 
(1 g. daily). Patients with spinal caries are kept in bed, 
but apart from those with cervical caries they are not 
immobilized. General improvement and healing of the 
lesions is the rule and the absence of immobilization is, 
if anything, advantageous. Operations, if essential, are 
performed in better equipped hospitals. The majority 
of abscesses absorb spontaneously, but if they point they 
are incised, evacuated, and perfused with a compound 
of streptomycin and isoniazid. This usually results in 
complete healing. Sinuses no longer constitute a prob- 
lem. During convalescence at home the patients con- 
tinue to take isoniazid in doses of 4 mg. per kg. body 
weight daily; the patients also wear a posterior spinal 
support. 

Of 259 cases of Pott’s disease at Umlazi Hospital, 
120 were treated before 1950. Few, if any, received 
chemotherapy, and on the basis of a short-term follow-up 
(absenteeism being very high) it is shown that 10°% died, 
5% relapsed, and paraplegia occurred in 27%. The 
average duration of stay in hospital was 47 months. In 
the treatment of the remaining 139 patients antibiotics 
were used. Only 3% died, 2% relapsed, and 21% 
developed paraplegia, while the average duration of 
stay in hospital fell to 16 months. A higher proportion 
of the second group showed satisfactory spinal fusion 
and the number of vertebrae involved was less. Corre- 
spondingly, the final degree of deformity was less in the 
second group. 

In the treatment of arthritis, especially of the hips and 
knees, immobilization is being abandoned and intra- 
articular injections of streptomycin-isoniazid compound 
are given twice weekly for 3 months. Comparison be- 
tween 54 joints treated with immobilization and without 

antibiotics and 68 joints treated without immobilization 
but with antibiotics showed that the latter method leads 
to far better results and is far more rapid in action. 
None of the first group recovered with a safe range of 
joint movement, whereas more than half of the second 
group did so. John Lorber 
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1373. Cortisone in the Treatment of Gonococcal and 
Non-gonococcal Urethritis. (Corticoterapia in trata- 
mentul gonoreei si al uretritelor negonococice) 

LONGHIN, T. TEopostu, and V. Vinticit. Dermato- 
venerologia [Derm.-Vener. (Bucuresti)| 4, 385-394, Sept.— 
Oct. [received Dec.], 1959. 21 refs. 


Short courses of cortisone were used by the authors in 
the treatment of gonococcic and non-gonococcic diseases 
of both males and females, in doses of 500 mg., associ- 
ated with antibiotics and followed by the administration 
of ACTH (50 mg.). Antibiotics were given for another 
3 days after the termination of corticotherapy. Seven- 
teen patients suffering from antibiotic-resistant gonor- 
rhoea, 4 patients displaying non-gonococcic urethritis, 
and 7 female patients suffering from genital diseases of 
a gonococcic nature which had resisted all treatments 
given to them have been treated by the authors according 
to this method. The immediate result of the treatment 
was the subsidence of the clinical inflammatory pheno- 
mena and the disappearance of the pathogenic germs as 
revealed by microscopic examination and by cultures. 
The results were satisfactory in all cases. The patients 
were followed up for a period of 4 to 6 months and no 
relapses were seen to occur. 

No accident was recorded by the authors. The 
method described is a very useful therapeutic means in 
recurrent cases of chronic gonorrhoea as well as in non- 
gonococcid urethritis.—[From the authors’ summary.] 


SYPHILIS 


1374. New Method for the Serodiagnosis of Syphilis in 
vivo. (Nouvelle méthode de sérodiagnostic de la syphilis 
in vivo) 

A. VAISMAN and A. HAMELIN. Prophylaxie sanitaire et 
morale [Proph. sanit. morale] 31, 277-281, Nov., 1959. 
4 refs. } 


From the Institut Alfred-Fournier, Paris; the authors 
report their results with a serological test.for the detection 
of antibodies to syphilitic infection which was devised 
by Tani et al. (Jap. J. med. Sci. Biol., 1955, 8, 303). In 
this test a suspension of Treponema pallidum is mixed with 
the test serum and injected into the peritoneal cavity of 
a guinea-pig; 4 and 7 hours later samples are with- 
drawn and the treponemes counted. In controls and 
with serum negative for syphilis the number of organ- 
isms remains constant, but with syphilitic sera the organ- 
isms disappear in 4 hours, their disappearance being 
confirmed by the second reading at 7 hours. 

In a survey of 106 sera the test was found to give the 
Same results as the treponemal immobilization (T.P.I.) 
test, and could be used to distinguish sera giving false 
Positive Wassermann reactions (W.R.). It was of par- 
ticular value, however, in cases in which, for various 
Teasons, the results of the T.P.I. test were unsatisfactory. 
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For instance, 4 such sera from confirmed cases of 
syphilis gave a positive W.R. and also a positive result 
in the guinea-pig test, and 4 which gave a negative W.R. 
were also negative by the guinea-pig test. The authors 
conclude that the test has the same specificity as the 
T.P.I. test, but is of lower sensitivity. Its chief advantage 
is that a fresh or stored suspension of treponemes in 
physiological saline can be used, thus avoiding the .tech- 
nical difficulty of keeping these organisms motile in 
special survival medium. The test does, however, 
require large numbers of treponemes and is not conveni- 
ent for testing big batches of sera. Janice Taverne 


1375. A Preliminary Report on RPR Test for Syphilis 
Using Unheated Serum 

J. Portnoy and W. Garson. Public Health Reports 
[Publ. Hith Rep. (Wash.)| 74, 965-968, Nov., 1959. 


The rapid plasma reagin (R.P.R.) test (Portnoy ef al., 
Publ. Hlth Rep. (Wash.), 1957, 72, 761; Abstr. Wid Med., 
1958, 23, 254) was developed as an economical and rapid 
screening test for syphilis so that reactors could be given 
immediate treatment. It is used in five centres on the 
Mexican border of the U.S.A. for the testing of immigrant 
farm labour, the results of the test being obtained within 
minutes. In the original technique blood specimens are 
centrifuged for 4 minutes and 3 drops of unheated plasma 
mixed with one drop of the antigen suspension, clumping 
being observed microscopically. In the present study, 
however, the test was performed with 3 drops of serum 
instead of plasma and the results compared with those 
of the R.P.R. test with plasma, the V.D.R.L. slide test, 
and the treponemal complement-fixation (C.F.) test on 
the same specimens. 

Of a first series of 149 specimens, 58 were reactive to 
the R.P.R. test with serum; of these, 55 were reactive 
to the R.P.R. test with plasma, 50 to the V.D.R.L. test, 
and 53 to the C.F. test. Of the 82 specimens which 
were non-reactive to the R.P.R. test with serum, 76 were 
non-reactive to the R.P.R. test with plasma, 77 to the 
V.D.R.L. test, and 75 to the C.F. test. Of 11 specimens 
giving weakly reactive results in the R.P.R. test with 
serum, 2 were weakly reactive to the R.P.R. test with 
plasma and 2 to the V.D.R.L. test, but all 11 were reac- 
tive to the C.F. test. Of a further series of 417 specimens, 
191 were reactive or weakly reactive to the R.P.R. test 
with serum; of these, 172 were reactive to the V.D.R.L. 
test and 72 to the C.F. test. The test also showed 
excellent reproducibility when 68 specimens were re- 
tested one week later. 

It is concluded that the R.P.R. test with unheated 
serum is somewhat less reactive than the same test with 
unheated plasma, and if maximum screening efficiency is 
the aim the test should be performed with plasma. 
However, the employment of serum would increase the 
usefulness of the test for large-scale field operations. 

R. R. Willcox 
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1376. The Incidence of Syphilitic Infection in Individuals 
Aged 65 and 70 Years in Bornholm, Demonstrated by 
History and by Clinical and Serological Examination 

F. Dencker and H. A. Nievsen. Danish Medical 
Bulletin |Dan. med. Bull.) 6, 230-239, Oct., 1959. 18 refs. 


In 1954-55 a comprehensive medical investigation was 
undertaken of all individuals aged 65 and 70 years 
resident on the Danish island of Bornholm, a total of 
882 out of 974 subjects whose names appeared on the 
parish registers being examined. In addition to routine 
clinical examination, serological tests for syphilis were 
carried out, and it is the results of these tests and the 
information gained from clinical examination of those 
giving positive reactions which are discussed in the 
present paper. 

The standard serum tests for syphilis (S.T.S.) and the 
T.P.1. test were carried out on samples of blood taken 
from 367 women (87% of 422) and from 515 men (98% 
of 522). A positive response to the S.T.S. was obtained 
in 14 cases and to the T.P.I. test in 16, but only in 5 
were the results of both tests positive. From the 
serological and clinical findings it was estimated that 17 
of these subjects had been infected with syphilis. The 
sex distribution of positive reactions to the T.P.I. test 
was about equal in the two age groups, but the number of 
positive reactions to the S.T.S. test was higher in women 
of 65 than in the men. Although this was not statistic- 
ally significant, it would appear that biological false 
positive reactions were more common in females than 
males. 

In an attempt to determine the prognosis in these 
cases of syphilitic infection, the probable incidence of 
the disease in the population at the age of 25 was cal- 
culated. A comparison of this figure with the known 
number of registered syphilitic subjects showed that the 
result of the S.T.S. “ irrespective of the strength, gives 
incorrect information concerning the incidence of syphilis 
in the population and that positive S.T.S. reactions 
should be verified by T.P.I. tests ”’. 

Benjamin Schwartz 


1377. The Danger of Syphilitic Infection in Children of 
Syphilitic Mothers. (Zur Frage der Gefahrdung der 
Kinder luischer Miitter) 

G. GUMPESBERGER. Zeitschrift fiir Haut- und Ge- 
schlechtskrankheiten [Z. Haut- u. Geschl.-Kr.] 27, 202- 
213, Oct. 1, 1959. 9 figs., 20 refs. 


From the University Venereal Disease Clinic, 
Vienna, the author reports the results of a survey of the 
children born to 1,450 syphilitic mothers during the 
decade 1945-54. The latter were divided into 4 groups: 
(1) 233 who had never been treated; (2) 316 who had 
received antisyphilitic treatment only before the begin- 
ning of pregnancy; (3) 245 who received such treatment 
for the first time during pregnancy; and (4) 612 who 
were treated both before and during pregnancy. In the 
untreated group the incidence of congenital syphilis was 
high, ranging according to the stage of the infection in 
the mother from 20 to 70-6%%. To mothers treated with 
arsenic and bismuth only a small number of syphilitic 
infants were born, but among infants of mothers treated 


with penicillin either before or during pregnancy no - 


case of congenital syphilis was found. Details are also 
given of the numbers of stillbirths and neonatal deaths 
and progress of surviving children (many of the last- 
named being followed up for several years) in relation to 
the treatment of the mother. G. W. Csonka 


1378. The Treatment of Visceral Syphilis with Chlor- 
tetracycline Given Intravenously and with Corticosteroids. 
(Le traitement de la syphilis viscérale par l’auréomycine 
utilisée par voie intraveineuse et par la corticothérapie) 
H. Tuiers, J. FAYOLLeE, and H. Journal de 
médecine de Lyon [J. Méd. Lyon] 40, 871-873, Nov. 5, 
1959. 


The authors, contrasting the dramatic effects of peni- 
cillin on primary and secondary syphilis, and even on 
general paralysis, with the very insufficient response of 
visceral syphilis, draw attention to a technique of treat- 
ment with intravenous injections of chlortetracycline, 
either alone or associated with corticosteroids, which 
they have found beneficial in the latter type of case. 
They have used this technique in treating 21 patients, 
comprising 11 cases of tabes with severe pains, 5 cases of 
syphilitic aortitis, 4 cases of late cutaneous syphilis, and 
one case of syphilitic meningitis. All but one of the 
patients had previously received specific treatment, 
especially with penicillin. Each patient was given 3 or 
4 courses of 30 daily injections of 0-1 g. of chlortetracyc- 
line in a year, with an interval of 2 months between each 
series of injections. During the first 2 or 3 courses 
prednisone was given in doses of 0-2 g. daily for at least 
15 days. (In some cases of tabes not included in this 
series three courses of injections of hemisuccinate of 
hydrocortisone in doses of 25 mg. daily for 20 days were 
given alone, with good results.) 

The patients with tabes had not experienced benefit 
from their previous treatment with penicillin, but claimed 
appreciable improvement after chlortetracycline. In par- 
ticular patients with symptoms of labyrinthitis gained 
relief which was maintained. Similarly the headache of 
syphilitic meningitis was alleviated. In the cases of 
cardiovascular disease the authors noted relief of the 
anginal pain and even reduced pulsation in an aneurysm. 
In 2 cases of cutaneous syphilis which had responded 
partially to. penicillin the cure was completed; in 2 other 
cases chlortetracycline was given only to consolidate 
the cure obtained with penicillin. The use of corti- 
costeroids in combination with the antibiotic is advocated 
mainly for the prevention of Herxheimer reactions, but 
it also appears to relieve the painful crises of tabes 
dorsalis. 

[The number of observations made is insufficient to 
permit any strong claims to be made in favour of this 
technique, but the results are interesting and deserve 
further testing in appropriate cases.] Robert Lees 


1379. Syphilis. Review of the Recent Literature 

H. BEERMAN, L. NICHOLAS, I. L. SCHAMBERG, and M. S. 
GREENBERG. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 105, 145-167, Jan., 1960, 
and 324-340, Feb., 1960. Bibliography. | 


138¢ 
A. 
Jour 
Ir 
4 Jane 
and 
feat 
mat 
exal 
H 
a gr 
seen 
seer 
coni 
2 sear 
scar 
and 
infil 
cent 
7 lepr 
Roi 
Or | 
in 7 
In t 
case 
trea 
thiz 
138 
{La 
Lep 
{rec 
Mo 
om 
pat 
7 
lep: 
mit 
wh 
¥ His 
the 
cell 
Spe 
‘the 
dai 
17- 
is 
Br pre 
4 
tes 
4 


Tropical Medicine 


1380. Observations upon the Borderline Form of Leprosy 
A. M. Atonso and R. D. Azutay. International 
Journal of Leprosy (Int. J. Leprosy] 27, 193-201, July— 
Sept., 1959 [received Jan., 1960]. 8 figs., 6 refs. 


In this paper from the Institute of Leprology, Rio de 
Janeiro, the authors discuss the difficulty of recognizing 
and defining the borderline form of leprosy, which has 
features common to both the tuberculoid and the lepro- 
matous forms of the disease. They have found 10 
examples of this type among 240 patients. 

Histologically, the borderline form is characterized, by 
a granulomatous type of cellular exudate similar to that 
seen in tuberculoid leprosy, but giant cells are not usually 
seen. Foam cells may occur, and these can be shown to 
contain lipids by staining with Sudan III. A diligent 
search will always reveal acid-fast bacilli. They may be 
scarce, but sometimes they are present in large numbers 
and globi may occur. Clinically, the lesion is raised, 
infiltrated, and flat or annular with a hypopigmented 
centre. The margin is never as sharp as in tuberculoid 
leprosy and may gradually fade off into normal skin. 
Routine smears may reveal bacilli in the nasal mucosa 
or in the lesions. The lepromin reaction was positive 
in 2 of the authors’ cases, going on to necrosis in one. 
In their experience the current gloomy prognosis in these 
cases is not justified. They do not use sulphones in 
treatment, and they have had very good results with 
thiacetazone. William Hughes 


1381. Gynaecomastia in Leprosy. Preliminary Study. 
{La gynécomastie lépreuse. Etude préliminaire) 

R. RoLuerR and E. Resour. International Journal of 
Leprosy [Int. J. Leprosy] 27, 221-227, July—Sept., 1959 
{received Jan., 1960]. 


Since 1954, at the Hospital Centre, Casablanca, 
Morocco, the authors have encountered 108 cases of 
gynaecomastia in leprosy, the incidence among their 
patients being 15%. The duration of leprosy had 
ranged from 1 to 9 years and the type of disease was 
lepromatous in 84 cases, tuberculoid in 12, and indeter- 
minate in 12. The authors give details of 7 recent cases 
which were examined by testicular biopsy. Gynaeco- 
mastia was unilateral in 4 and bilateral in 3 of these cases. 
Histologically, all stages of lepromatous infiltration of 
the testis, ranging from interstitial oedema with minimal 
cellular exudate to complete diffuse fibrosis, were noted. 
Spermatogeunesis was still active in some cases, although 
the process was incomplete. In 4 of these 7 cases the 
daily urinary output of steroids was estimated. The 
17-ketosteroid excretion ranged from 2-4 to 4-2 mg., which 
is well below the normal (10 to 12 mg.). A trace of 

Cases. 

The authors discuss three possible factors other than 
testicular dysfunction in the causation of gynaecomastia 
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in leprosy; drugs, liver damage, and malnutrition. 
Isoniazid sometimes induces gynaecomastia in the treat- 
ment of tuberculosis, but no such effect has yet been 
ascribed to sulphone therapy in leprosy. Moreover, it 
is noted that 5 of the 7 patients investigated intensively 
had had no treatment when the gynaecomastia was first 
observed. The authors observed no sign of liver dys- 
function in their cases. The gynaecomastia of malnutri- 
tion appears characteristically when the starved subject 
is given a generous diet, whereas the condition was 
already present on admission in the authors’ cases, 
before it could have been induced by the adequate hos- 
pital diet. 

Although the gynaecomastia is clearly related to testicu- 
lar dysfunction, in a diffuse infection such as leprosy it 
is not possible to rule out dysfunction of other endocrine 
structures. William Hughes 


1382. The Pulmonary Pathology of the Leper. A 
Radiological and Clinical Study. (La pathologie pul- 
monaire des lépreux. Etude radio-clinique) 

J. CHENEBAULT and R. RoLuierR. Semaine des hépitaux 
de Paris [Sem. Hép. Paris] 35, 2700-2708, Oct. 12, 1959. 


The authors point out that in the study of pulmonary 
disease in leprosy there are two main problems to be 
considered: (1) that of pulmonary tuberculosis in leprous 
patients; and (2) that of pulmonary manifestations of the 
leprous infection itself. The generally accepted view is 
that pulmonary tuberculosis is frequently encountered, 
especially in the advanced stages of leprosy. At necropsy 
lesions are frequently found, the tuberculous nature of 
which can be proved by positive culture in guinea-pigs. 
Though little is known about the clinical and radiological 
evolution of pulmonary tuberculosis in the leper, it is 
generally agreed that the disease takes a severe form and 
that there is a concomitant improvement or even dis- 
appearance of the leprous lesions. Since antibiotics 
have been introduced the prognosis has vastly improved. 
It has been suggested that although the two infections 
are different, there is a certain close relationship between 
them. Experiments on monkeys and guinea-pigs have 
shown that leprous animals which give a positive Mitsuda 
reaction are allergic towards tubercle bacilli and pro- 
tected against tuberculous infection, while if the reaction 
is negative the animals enjoy no such protection. Clini- 
cal experience tends to corroborate these experimental 
findings, and vaccination with B.C.G. may play an 
important role as a prophylactic measure in the fight 
against leprosy. The existence of pulmonary leprosy 
** has been amply and indisputably proved by anatomical 
and bacteriological research performed post mortem ”’, 
though the diseases may coexist. Clinically, leprous 
pulmonary infection causes fever, cough, and dyspnoea, 
but has no effect on the general condition of the patient. 
There is no loss of weight or sweating. 
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The authors have investigated the incidence of pul- 
monary disease among 1,025 lepers in Morocco. They 
have been unable to find any evidence that leprosy and 
tuberculosis are antagonistic diseases. They confirm 
the observation that pulmonary tuberculosis is frequent 
in leprous patients, but do not consider that it is mainly a 
terminal event. In their experience the clinical evolution 
of pulmonary tuberculosis in lepers is similar to that 
seen in non-leprous patients and the results of antibiotic 
therapy are equally good—they obtained favourable 
results in 82°% of cases, with cure in 44%. Tuberculosis 
was coexistent with leprosy in 20% of cases, but the for- 
mer generally appeared 6 to 7 years after the onset of the 
latter. One in three cases appeared to be a complication 
of leprous “‘ reaction ”’, but the presence of tuberculosis 
did not preclude the eventual stabilization of the leprosy. 
The incidence of pulmonary leprosy seems to be very 
rare—only one probable case has been observed in the 
authors’ series. Antibiotics combined with isoniazid 
gave excellent results. Robert E. Lister 


1383. An Analysis of Some Recent Work on Tuber- 
culosis in Africa 

C. Witcocks. British Journal of Diseases of the Chest 
[Brit. J. Dis. Chest] 54, 31-39, Jan., 1960. Bibliography. 


1384. Two Years’ with Diphenylthiourea 
(DPT or CIBA 1906) in the Treatment of Leprosy 

J. M. B. Garrop. Leprosy Review [Leprosy Rev.] 30, 
210-214, Oct., 1959. 5 refs. 


The author reports his experience at the East African 
Leprosy Research Centre, Alupe, Kenya, in the treat- 
ment of 40 cases of leprosy with diphenylthiourea (DPT) 
in doses of 50 to 100 mg. per kg. body weight for periods 
up to 2 years. Hesummarizes his conclusions as follows. 
“* DPT has shown itself to have a curative effect in leprosy 
of an order similar to that of sulphones. Its cost is high 
and a daily dose is needed. Reactions are less, especially 
in cases which react easily. Reactions are generally mild 
and easily controlled and interruption of dosage because 
of reactions is generally unnecessary. This enables con- 
tinuous effective treatment to be kept up. It has been 
free from toxic effects. DPT has been found to be useful 
in cases resistant to the standard treatment.” 

[This work, carried out with more than average care, 
is spoilt by poor reporting. Thus the author states that 
17 patients discharged themselves, but does not make it 
clear whether these were among the 40 treated with DPT 
or the 23 controls given standard treatment. Nor is it 
indicated whether the drug was given by mouth or by 
injection. In spite of these deficiencies, however, the 
paper provides adequate support for the very general 
conclusions reached.] K. W. Todd 


1385. A Study of Yaws (Does Congenital Yaws Occur?) 
H. K. ENGELHARDT. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.] 62, 238-240, Oct., 1959. 
3 figs. 

In Java, a study was undertaken of 814 pregnant women 
with yaws and their offspring, the latter being examined 
within 2 hours of birth and again physically and sero- 
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logically on four occasions during the following 5 months. 
The cardiolipin complement-fixation test was used 
throughout. In 152 women the diagnosis was crab 
yaws, with a median duration of infection (since ** mother 
yaw ”’) of 1-8 years. Latent yaws was present in 500 
women, with a median duration of 6-3 years; the remain- 
ing 162 had destructive lesions of bones and joints 
(median duration 9-7 years). Previous treatment had 
varied and 42°% of patients with crab yaws and 54°% of 
those with late destructive lesions had received no treat- 
ment at all. 

The percentage of positive reactions to serological 
tests and crab yaws in the infants was approximately 
the same for the three stages, ranging from 62 for un- 
treated mothers with crab yaws to 71 for untreated 
mothers with latent yaws. When the mother had been 
treated, the percentage of infants giving positive reac- 
tions fell according to the amount of treatment received. 
The results of the serological tests on the infants showed 
no tendency to change during the 5 months’ observation. 
In babies with crab yaws clinical manifestations appeared 
during the third or fourth month of life. 

It is concluded that, contrary to the often-stated 
view, yaws may be transmitted to the foetus and that 
mothers with late destructive lesions are as likely to 
infect their infants as those in the earlier stages of the 
disease. R. R. Willcox 


1386. Further Field Trials of Modern Antimalarials 

H. M. ARCHIBALD and A. M. ROBERTSON. Journal of 
Tropical Medicine and Hygiene [J. trop. Med. Hyg.} 62, 
241-244, Oct., 1959. 9 refs. 


The authors describe a field trial of some recently 
introduced antimalarial drugs which was carried out on 
143 village school-children in Northern Nigeria, ali of 
whom had trophozoites of Plasmodium falciparum in 
their blood. 

They were divided into five treatment groups and one 
control group, those in the treatment groups receiving 
respectively 25 mg. of pyrimethamine, 20 mg. of “ lapu- 
drine ” (a new drug very similar to proguanil), and 300 
mg. of chloroquine base in the form of the diphosphate, 
the tannate, and the diphosphate in specially coated 
pellets designed to mask the bitter taste of the drug; the 
control group received no treatment. 

Commercial chloroquine diphosphate, with a tropho- 
zoite clearance time of 30-5 hours and a 100°% clearance 
rate, gave conspicuously better results than either of the 
two newer chloroquine preparations, whose clearance 
times were 42:7 and 39-0 hours respectively and clear- 
ance rates less than 100%. Pyrimethamine and lapu- 
drine had very similar clearance times of 33-9 and 360 
hours respectively, but again neither of these drugs 
achieved a 100°% clearance rate. Four cases of persistent 
P. falciparum trophozoite parasitaemia were noted; 
these were considered likely to have resulted from failure 
of absorption of the drug, since 2 of them later responded 
to further treatment with the same drug. It is concluded 
that chloroquine tannate is of little value, but that the 
coated pellets of the diphosphate might be useful for the 
treatment of young children. R. R. Willcox 
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Nutrition and Metabolism 


1387. The Action of Chlorotrianisene (TACE) with 
Androgen on Nitrogen Retention in Elderly People 

W. B. Kountz, T. Kuem, J. Toro, P. G. ACKERMANN, 
and G. Toro. Journal of the American Geriatrics 
Society [J. Amer. Geriat. Soc.] 7, 757-768, Oct., 1959. 
2 figs., 14 refs. 


Impaired nitrogen retention is usual in the elderly. 
Androgens, such as testosterone, may correct this defect, 
while oestrogens, which are ineffectual alone, may 
supplement their effect. At St. Louis Chronic Hospital 
(Washington University School of Medicine) the authors 
have studied the clinical and metabolic effects on elderly 
subjects of chlorotrianisene (TACE) and methyltesto- 
sterone, separately and together, and of diethylstilboes- 
trol. In selecting subjects they excluded the uncoopera- 
tive, the incontinent, and the defective of memory. 
Those selected ranged in age from 60 to 86 years and 
received a well-balanced daily diet providing 36 Cal. 
per ae body weight and a protein intake of about 1 g. 
per kg. 

Five male subjects first received a daily dose of 12 mg. 

of TACE. They enjoyed a sense of well-being and be- 
came more alert. Only 8 to 10 days after cessation of 
treatment did this effect give place to a sense of 
depression. In 4 out of 5 female subjects given TACE 
in the same dosage an initial good response gave place 
after about 10 days to depression, nervous irritability, 
and uncooperativeness. All but one male and one female 
also showed a slight decrease in nitrogen retention which 
continued after the drug was withdrawn. When 5 men 
and 6 women (including most of the subjects of the first 
test) received the same daily dosage of TACE in combina- 
tion with 5 mg. of methyltestosterone, however, the 
effect was most striking. Mood and behaviour alike 
improved; the subjects became more attentive to one 
another, more willing to read, and more amenable to 
Suggestions from those caring for them. The effect 
lasted for a week or more after treatment was stopped. 
Only one subject failed to show increased nitrogen reten- 
tion during the period of the trial. 
_ When methyltestosterone (5 mg. daily) was given alone 
increased alertness and mental activity were observed in 
all the patients, especially the women. Nitrogen reten- 
tion increased in all 6 women, but in only 3 of the 5 men. 
Diethylstilboestrol (1 mg. daily for 2 weeks) given alone 
caused increased activity, but in all cases the changes in 
nitrogen balance were slight. The effect of a higher 
dosage (48 mg. daily for 3 weeks) of TACE was then 
Studied on 5 of the women and 2 of the men. Both of 
the latter showed increased alertness and mental activity, 
but 2 of the women felt weak and weary and became un- 
cooperative, nervous, and irritable. Nitrogen retention 
again showed a slight diminution. 

In males there was a 3- to 5-fold increase of urinary 
Oestriol excretion during the administration of TACE 


alone, with little change in the oestrone—oestradiol frac- 
tion; in the females excretion of the oestrone—oestradiol 
fraction increased, with little change in the oestriol 
fraction. When TACE and methyltestosterone were 
given together the females showed similar changes in 
oestrogen excretion, whereas the males showed wide 
variation. Methyltestosterone alone produced little 
effect. With stilboestrol, excretion of the oestrone- . 
oestradiol fraction showed an increase in 4 out of 5 males 
and in all the females. One male showed increased 
oestriol excretion. The degree of cornification seen on 
examination of vaginal smears varied widely from case 
to case. Pink staining of some cells and a reduction in 
the number of round cells and of vesicular nuclei were 
usual during oestrogen therapy. 

The authors conclude that the administration of 
oestrogens and androgens in the proper combination 
enhances the retention of nitrogen in elderly people, 
particularly women, and produces a better improvement 
in mental and physical vigour than either administered 
alone. A. C. F. Green 


1388. The Tubular Reabsorption of Phosphate in the 
Differential Diagnosis of Metabolic Bone Disease 

E. Retss and F. ALEXANDER. Journal of Clinical Endo- 
crinology and Metabolism [J. clin. Endocr.} 19, 1212-1222, 
Oct., 1959. 2 figs., 23 refs. 


Since no method of determining the serum level of 
parathyroid hormone has yet been devised several in- 
direct indices of parathyroid function have been resorted 
to, of which the renal tubular reabsorption of phosphate 
(T.R.P.) has shown some initial promise. 

In the study here reported from Washington University 
School of Medicine, St. Louis, the T.R.P. was determined 
in 8 normal subjects and in 59 patients with a variety of 
disease conditions. When the dietary intake of phos- 
phorus was uncontrolled the proportion of filtered phos- 
phorus reabsorbed by normal individuals and patients 
with no demonstrable disturbances of calcium and phos- 
phorus metabolism ranged from 77% to 93%, and this 
value remained virtually unchanged when an adequate 
intake of phosphorus was assured. The T.R.P. value 
was low in all of 9 patients with primary hyperpara- 
thyroidism and in 10 with malignant neoplasm compli- 
cated by hypercalcaemia, provided the phosphorus intake 
was adequate, the results in these two groups showing 
almost complete overlap. With a reduced intake of 
phosphorus the T.R.P. values may be normal. This 
test does not therefore distinguish between the above 
two conditions, but is nevertheless of value in the early 
diagnosis of hyperparathyroidism when the serum cal- 
cium level is normal or only slightly increased. 

No correlation between the serum phosphorus level 
and the T.R.P. value could be detected. 

F. W. Chattaway 
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Gastroenterology 


1389. Nocturnal Gastric Secretion in Gastritis and Pep- 
tic Uleer. (Hounas xenynounas cexpeuna y 6onbHEIx 
E. V. Postavsky. Tepaneemuryeckuu Apxue [Ter. 
Arh.) 31, 21-26, Dec., 1959. 10 refs. 


Gastric secretion during sleep was studied in 96 patients 
with various forms of gastritis and 34 with peptic ulcer 
and in 9 healthy subjects. In more than 80° of the cases 
of peptic ulcer and gastritis the nocturnal gastric secretion 
was more abundant than in the healthy individuals. 
This is attributed to a decrease in the inhibitory influence 
of the cerebral cortex on the subcortical secretory centres. 
Paradoxically, in about 7° of cases the nocturnal gastric 
secretion was increased in comparison with the diurnal 
secretion, while in the remaining 13% there was no 
change. The decrease in the inhibitory influence of the 
cerebral cortex was more pronounced in cases of duo- 
denal and antral ulcer than in those of gastric ulcer or 
gastritis. Since appropriate treatment of the ulcerative 
disease or the gastritis re-establishes the inhibitory func- 
tion of the cerebral cortex, investigation of the nocturnal 
secretion can be used for assessment of the effectiveness 
of treatment. 

Parallel investigations of the nervous system by means 
of optical chronaximetry showed that cortical inhibitory 
function was diminished in 85-1°% of patients with gastri- 
tis or peptic ulcer, while cortical excitability was decreased 
in 54-4%. The disorder of cortical excitability returned 
to normal under the influence of appropriate therapy 
more readily than the weakened inhibitory influence of 
the cerebral cortex. A. Orley 


1390. Peptic Ulceration and Endocrine Disease in Ne- 
cropsy Material 

J. H. BiGGart and J. Wiiuis. Lancet [Lancet] 2, 938- 
939, Nov. 28, 1959. 10 refs. 


The authors, working in the Department of Pathology, 
Queen’s University, Belfast, studied the incidence of 
endocrine disease in 426 cases of peptic ulceration seen 
at necropsy. The pancreas, the adrenal glands, and the 
thyroid gland were examined for the presence of neo- 
plasm or hyperplasia in 92 to 98% of cases, the pituitary 
in 52%, and the parathyroid glands in 16°%%. Of a con- 
trol group of 426 consecutive subjects without alimen- 
tary lesions seen at necropsy, the pancreas and the 
adrenal glands were examined in 97°%, the thyroid gland 
in 93%, the pituitary in 91%, and the parathyroid glands 
in 18%. i 

The findings failed to support the view that lesions of 
the parathyroid glands play any part in the aetiology of 
peptic ulceration, although these glands were more fre- 
quently involved in males than females and more fre- 
quently in patients with duodenal ulcer than in those 
with gastric ulcer. The adrenal glands were involved 
five times more frequently in cases of peptic ulcer than 


in controls. Lesions of the pancreas were observed in 3 
cases in the peptic-ulcer group, but not in the control 
group. 

The authors conclude from this investigation that 
tumours of the pituitary, parathyroid, and thyroid 
glands do not appear to have any specific association 
with peptic ulceration. T. J. Thomson 


1391. A Critical Analysis of the Use of Salicylazo- 
sulfapyridine in Chronic Ulcerative Colitis 

C. G. Moertet and J. A. BARGEN. Annals of Internal 
Medicine [Ann. intern. Med.| 51, 879-889, Nov., 1959. 
5 figs., 11 refs. 


This publication from the Mayo Clinic describes the 
authors’ experience of the drug salicylazosulphapyridine 
(“ azultidine ”, azopyrine”, ‘‘ salazopyrine”’) in the 
treatment of chronic ulcerative colitis. The drug is a 
combination of salicylic acid and sulphapyridine linked 
by a diazo bond, and was first reported by Svartz in 
1941 (Nord. Med., 9, 554) as a promising therapeutic 
agent in chronic ulcerative colitis. The authors present 
a critical report on the treatment of 183 patients with the 
drug, comparing their results with those in a series of 
109 treated with other sulphonamides and a series of 
131 treated with general measures only or general mea- 
sures supported by antibiotics. They have no illusions 
about the difficulty of evaluating the effects of therapy in 
a disease of which the natural history is one of repeated 
exacerbations and remissions. However, from a com- 
parison of the response to treatment (judged by clearly 
defined objective criteria) in the three groups they con- 
clude that salicylazosulphapyridine is an effective agent 
in the control of the symptoms of chronic ulcerative 
colitis, superior both in respect of response to therapy 
and time in hospital to the other methods of treatment 
studied. 

While the results obtained with salicylazosulpha- 
pyridine were no better than those reported by others 
with long-term treatment with ACTH (corticotrophin) 
or steroids, the former drug has decided advantages 
over the latter in respect of complications, time in hos- 
pital, and (most important of all) the effects of with- 
drawal of therapy. No serious complications occurred 
in the 183 patients treated with salicylazosulphapyridine, 
but in 6°%% the drug had to be stopped because of per- 
sistent nausea, headache, fever, or rashes. Anaemia 
may occur and agranulocytosis has thrice been reported, 
but regular blood counts during therapy should enable 
this danger to be avoided. 

The authors state frankly that salicylazosulphapyridine 
is not the final answer to the treatment of chronic ulcera- 
tive colitis; but they believe it to be a real improvement 
and consider it at present to be the treatment of choice, 
combined with the usual general and supportive mea- 
sures. J. W. McNee 
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LIVER 


1392. Primary Biliary Cirrhosis (Chronic Intrahepatic 
Obstructive Jaundice) 

S. SHERLOCK. Gastroenterology [Gastroenterology] 37, 
574-586, Nov., 1959. 5 figs., 26 refs. 


Writing from the Postgraduate Medical School of 
London the author describes 42 cases of primary biliary 
cirrhosis (36 in women and 6 in men) seen between 1944 
and 1959. Among 23 who were followed up to the time 
of death the mean survival time was 5 years 5 months. 
There was usually an insidious onset, with jaundice or 
pruritus. The liver was large and the spleen palpable 
in 80% of cases. Xanthomata appeared later and were 
usually associated with a blood cholesterol level of over 
600 mg. per 100 ml. Steatorrhoea, which was the rule 
and was worse in the more deeply jaundiced cases, was 
probably responsible for other manifestations of the 
disease such as loss of weight, pigmentation, osteomala- 
cia, and dental caries. Haematemesis or melaena was 
noted in 16 cases and was due either to peptic ulceration 
or to oesophageal varices. The usual cause of death 
was hepatocellular failure. The typical biochemical dis- 
turbance was an early rise in the serum bilirubin, alka- 
line-phosphatase, and cholesterol levels. Electrophoresis 
revealed that there was a rise in the w2- and B-globulin 
fractions rather than in y globulin, as in most other types 
of hepatic cirrhosis. 

In regard to management the author recommends one 
thorough laparotomy, combined with cholangiography 
to exclude extrahepatic obstructive jaundice, so as to 
prevent repeated inconclusive operations. It is import- 
ant to distinguish the condition from chronic cholestatic 
jaundice due to drugs, which carries a benign prognosis. 
There is no specific therapy, and treatment consists in 
general supportive measures, relief of itching, and pre- 
vention of complications of steatorrhoea by giving cal- 
cium by mouth and fat-soluble vitamins by injection. 

[This fact-filled article is difficult to abstract and should 
be read in full by those interested. It is probably the 
largest and most fully studied series of cases of this 
condition reported in the literature.] P. C. Reynell + 


1393. Metabolic Effects of Glutamate and Arginine 
Administration and Protein Restriction in Patients with 
Liver Disease 
J. M. Baert and G. J. GABUZDA Jr. Gastroenterology 
[Gastroenterology] 37, 617-636, Nov., 1959. 4 figs., 
bibliography. 

Many of the manifestations of hepatic coma have been 
attributed to ammonia intoxication and many aitempts 
made to treat or prevent them by restricting the intake of 
dietary protein or by the administration of sodium glu- 
tamate or arginine. Too severe protein restriction, how- 
ever, may have undesirable results, and the authors, 
working at the Western Reserve University School of 
Medicine, Cleveland, Ohio, have studied the metabolic 
effects of these therapeutic measures in 5 patients with 
alcoholic cirrhosis of the liver. 

Careful balance studies were carried out in a metabolic 
ward and certain potential disadvantages of the regimen 


were revealed. For example, it was shown that sodium 
glutamate given orally or intravenously had no consistent 
effect on ammonium or nitrogen metabolism and some- 
times caused nausea or led to sodium retention. The 
administration of L-arginine hydrochloride orally or 
intravenously usually produced a fall in the blood 
ammonium level and a rise in the blood urea level, but 
the increased urinary excretion of ammonium was due 
to the administered hydrochloric acid. There was an 
unexplained loss of potassium in the urine. Protein 
restriction (providing 0-1 to 0-2 g. of nitrogen daily) for 
6 days resulted in loss of weight (as compared with the 
weight on an isocaloric control diet), although nitrogen 
excretion fell sharply. There was a fall in the blood 
urea level, but no definite effect on blood or urinary 
ammonium values. The 3 most severely affected patients 
deteriorated clinically while taking this diet. 
P. C. Reynell 


1394. Neuropsychiatric Complications following Chloro- 
thiazide Therapy in Patients with Hepatic Cirrhosis: 
Possible Relation to Hypokalaemia 

A. E. Reap, J. LAIpLaw, R. M. Hasvam, and S. SHER- 
LocK. Clinical Science [Clin. Sci.] 18, 409-423, Aug., 
1959 [received Jan., 1960]. 10 figs., 28 refs. 


The use of the oral diuretic chlorothiazide is known to 
produce in patients with hepatic cirrhosis and fluid 
retention a tendency to develop hepatic coma. By using 
an electroencephalographic method which allows small 
changes in the electroencephalogram (EEG) to be ob- 
served the authors, who report from the Postgraduate 
Medical School of London, studied the mechanism 
responsible for the onset of hepatic coma in such patients. 

‘Twenty patients with. hepatic cirrhosis were studied, 
17 of whom had fluid retention. Thirteen of these 
patients had also suffered before from episodes of con- 
fusion or coma or showed evidence of it on examination. 
The administration of chlorothiazide (5 g. 4 times daily) 
resulted in the development of hepatic pre-coma or coma 
in 7 of 15 cirrhotics treated with this dose. The onset 
of these complications was seen, with one exception, only 
when the patient showed a diuretic response to the drug 
and the biochemical changes noted included a fall in the 
serum potassium value (related to the increased urinary 
excretion of potassium), a rise in the arterial ammonium 
content and pH, and also a rise in the serum bicarbonate 
level. The administration of potassium supplements to 
patients who had developed hepatic pre-coma or coma 
after the administration of chlorothiazide resulted in a 
return of the EEG towards normal, with clinical improve- 
ment, in 5 of the patients to whom they were given, 
although chlorothiazide treatment was continued. Po- 
tassium supplements given with the chlorothiazide to 3 
patients prevented the onset of neuropsychiatric compli- 
cations in 2 of them; in the third, although 250 mEq. of 


‘potassium per 24 hours was given, the serum potassium 


level still fell and the patient developed hepatic pre-coma. 
One patient who had a satisfactory diuretic response to 
chlorothiazide but developed hepatic coma later received 
a second course to which there was no diuretic response. 
This time there was no hepatic coma and the serum 
potassium level did not fall as it had done before. 
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It seemed that the onset of hepatic coma was related 
to the development of hypokalaemia associated with. 
increased urinary loss of potassium resulting from the 
diuresis. In further proof of this point the authors gave 
a low-potassium diet (10 mEq. daily) to 3 patients with 
the addition of an exchange resin in the sodium cycle 
(“resonium A”, 45 g. daily). Clinical and EEG 
deterioration took place in each of these patients as the 
serum potassium level fell; this state of affairs was 
corrected by adding potassium to the diet, but not by 
giving neomycin in one case. When an intravenous 
injection of chlorothiazide was given to 5 patients there 
was a tendency for the serum potassium level to fall, 
with an increase in urinary potassium loss, within 3 hours 
of the injection; a slight rise in the serum ammonium 
value was noted in some patients. 

The authors have shown that neuropsychiatric compli- 
cations resulting from the use of chlorothiazide in patients 
with liver disease are related, at least in part, to the pro- 
duction of hypokalaemia as a result of increased potas- 


sium loss. Hypokalaemia produced without the aid of © 


chlorothiazide can also induce these changes in suscept- 
ible patients. The mechanism by which a low serum 
potassium level may induce neuropsychiatric changes is 
unknown, but the authors point out that the operative 
factor may be the alkalosis which develops as a response 
to the lack of potassium rather than the hypokalaemia 
per se. There is experimental evidence to show that the 
tissue permeability to ammonium is increased when the 
serum pH rises. Hypokalaemia may be a rare but im- 
portant cause of hepatic coma, particularly in patients 
with fluid retention who are receiving diuretics such as 
chlorothiazide. This hypokalaemic state is another 
example of the increased sensitivity of patients with 
chronic liver disease, with a tendency to neuropsychiatric 
complications, to various chemical and metabolic insults. 
The practical lesson resulting from this study concerns 
the necessity for administering chlorothiazide together 
with potassium supplements to patients with liver 
disease; the drug is likely to be most dangerous when the 
patient has a satisfactory diuresis. A. E. Read 


1395. The Effect of Diuretics on Portal Venous Pressure 
M. ATKINSON. Lancet [Lancet] 2, 819-823, Nov. 14, 
1959. 4 figs., 9 refs. 


It is well known that diuretics are effective in controlling 
ascites, but the mechanism whereby they exert this action 
is uncertain. In this paper from the Department of 
Medicine, University of Leeds, a study is reported of 10 
patients with portal cirrhosis undergoing treatment for 
ascites. Throughout the period of observation the 
patients were confined to bed and the sodium intake was 
restricted. Intrasplenic (and therefore, presumably, por- 
tal venous) pressure was recorded through a polyethylene 
tube inserted into the spleen by slipping it over a lumbar 
puncture needle, which was then withdrawn. 

Intrasplenic pressure fell during 10 of the 11 periods 
of treatment with diuretics, values within the normal 
range being reached in 4. In general, in patients show- 
ing a good clinical response there was a definite reduction 
in pressure whether they were treated with chlorothiazide 
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or mersalyl. A single dose of chlorothiazide was given 
to a series of 11 patients (including one patient from the 
original group), many of whom did not have ascites. 
The intrasplenic pressure had fallen in most of the patients 
8 hours after administration of the drug, reaching half 
its former value in 3. Measurement of the hydrostatic 
pressure of ascitic fluid, when present, indicated that the 
loss of ascitic fluid was due to, rather than the cause of, 
the reduction in intrasplenic pressure. 

Intrasplenic pressure was measured before and after 
paracentesis in 3 cases, and although the pressure was 
reduced, the degree of reduction was small in comparison 
with that occurring in patients treated with chlorothi- 
azide. Except in one instance treatment with diuretics 
did not affect the protein concentration of the serum or 
the ascitic fluid. W. H. Horner Andrews 


1396. The Interrelationship of Wedged Hepatic Vein 
Pressure, Intrasplenic Pressure, and Intra-abdominal 
Pressure 


J. W. CANTER, W. S. ROSENTHAL, and I. D. BARONOFSKY. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.] 54, 756-762, Nov., 1959. 6 figs., 11 refs. 


An indirect measurement of the portal venous pressure 
is often obtained either by determining the wedged hepatic 
vein pressure, which involves right heart catheterization, 
or by measuring the splenic-pulp pressure by means of 
needle puncture of the spleen. Both these methods 
involve a good deal of trouble and are not entirely free 
of risk. At the Mount Sinai Hospital, New York, the 
authors have investigated in dogs the validity of these 
methods and the effect on them of increased intra- 
abdominal pressure. 

When ascites was artificially induced in these animals 
by the infusion of saline solution (up to 3 litres) into the 
abdominal cavity it was found that as the volume of 
abdominal fluid increased, so the intrasplenic and wedged 
hepatic vein pressures also rose, although not at the 
same rate, the intrasplenic pressure being less closely 
correlated with the intra-abdominal pressure than the 
hepatic vein measurement. It is thus apparent that the 
presence of ascites may be a source of error in measuring 
the wedged hepatic vein pressure, but as was suggested 
by Atkin and Sherlock (Lancet, 1954, 1, 1325; Abstr. 
Wld Med., 1954, 16, 467) this error can be partially cor- 
rected by subtracting a simultaneously obtained measure- 
ment of the pressure in the inferior vena cava, which the 
authors found to be almost identical with the pressure of 
the intra-abdominal fluid. They therefore conclude 
that abdominal paracentesis may lower portal pressure 
through its effect in reducing intra-abdominal pressure 
and would seem a logical therapeutic procedure in dealing 
with bleeding oesophageal varices, though they are careful 
to note that its risks—it has been known to precipitate 
hepatic coma and death—must be carefully weighed 
against its possible advantages. J. McMichael 


1397. Drug-induced Hepatic Injury. [Review Article] 

H. Popper and F. ScHAFFNER. Annals of Internal 
Medicine [Ann. intern. Med.) 51, 1230-1252, Dec., 1959. 
7 figs., bibliography. 
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Cardiovascular System 


1398. The Use of Amyl Nitrite in the Diagnosis of 


Systolic Murmurs 


L. VOGELPOEL, M. NELLEN, A. SWANEPOEL, and V. 
ScHRIRE. Lancet [Lancet] 2, 810-817, Nov. 14, 1959. 
10 figs., 17 refs. 


The effect on systolic murmurs of inhalation of amyl 
nitrite and its value as a diagnostic aid are discussed in 
this paper from Groote Schuur Hospital and the Uni- 
versity of Cape Town, South Africa, on the basis of 
observations on 181 patients with systolic murmurs due 
to various causes. Left-sided regurgitant systolic mur- 
murs (in cases of ventricular septal defects, mitral in- 
competence, patent ductus arteriosus with a left-to-right 


. shunt, and systemic arteriovenous fistula) became softer 


and shorter during and for some 20 seconds after in- 
halation of amyl nitrite, this coinciding with the phase 
of systemic hypotension resulting from vasodilatation. 
Right-sided regurgitant murmurs (due to tricuspid in- 
competence). became louder and longer owing to the 


increased venous return to the right heart which increased » 


regurgitant flow. Left- and right-sided ejection mur- 
murs, with the important exception of those of Fallot’s 
tetralogy, became louder because of increased forward 
flow. This was more pronounced when organic stenosis 
was present and was more striking in pulmonary than in 
aortic valvular stenosis. 

It is pointed out that study of the behaviour of systolic 
murmurs after inhalation of amyl nitrite permits the 
differential diagnosis of ventricular septal defect from 
pulmonary stenosis; pulmonary stenosis from mild or 
acyanotic Fallot’s tetralogy; atypical patent ductus 
from other pulmonary systolic murmurs; aortic stenosis 
from mitral incompetence; and mitral incompetence 
from tricuspid incompetence; it also helps to determine 
whether a mitral or tricuspid systolic murmur is organic 
or innocent. A. I. Suchett-Kaye 


1399. Effect of Valsalva Maneuver on Oxygen Satura- 

tion in Patients with Intracardiac Shunts 

S. A. Carter, N. C. BIRKHEAD, and E. H. Woop. Cir- 

ee [Circulation] 20, 574-586, Oct., 1959. 6 figs., 
refs. 


In patients with atrial septal defects under resting con- 
ditions the pressure in the left atrium is higher than that 
in the right atrium. The shunt is therefore from left to 
Tight. In certain circumstances, however, there may 
be a transient reversal of flow. The authors of this paper 
from the Mayo Clinic have demonstrated that this flow 
reversal can occur immediately after the release of pres- 
sure during the Valsalva manceuvre. 

Patients with atrial septal defect with or without 
anomalous pulmonary venous drainage, with ventricular 
Septal defects, and with no shunts were used for the 
experiment. The Valsalva manceuvre was performed by 
Tequiring the patient to blow against a resistance so as 
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to maintain a pressure of 40 mm. Hg for about 15 seconds. 
Simultaneously the oxygen content of the blood from the 
radial artery and from various sites accessible to right 
heart catheterization was estimated by means of cuvette 
oximeters. Ear oximeters were also used, but were 
found to be too insensitive. 

Shortly after completion of the Valsalva manceuvre a 
transient decrease in the oxygen saturation in the radial 
artery occurred in 8 out of 11 patients with atrial septal 
defect and in 4 patients with ventricular septal defect 
complicated by right ventricular hypertension. No 
change in oxygen saturation was seen in 10 patients with- 
out shunts or in 2 patients with ventricular septal defect 
and a normal right ventricular pressure. From the 
timing of the decrease in oxygen saturation it seemed _ 
probable that this was due to a temporary right-to-left 
shunt occurring at the cessation of the manceuvre. In 
samples of blood from the pulmonary artery the 
authors found that in patients without a shunt there was a 
steady fall in the level of oxygen saturation during the 
whole Valsalva manceuvre and immediately afterwards. 
But in patients with a shunt there was a biphasic response 
consisting in a rapid increase in oxygen saturation shortly 
after the onset of increased airway pressure, followed by a 
decrease which was sharply accentuated just after the 
release of airway pressure. The cause of these changes in 
oxygen saturation is discussed, but no certain conclusion 
is reached. 

[These findings are of. theoretical interest, but it is 
doubtful whether the reaction described would be of 
value in routine diagnosis.] John Rendle-Short 


1400. Ventricular Septal Defect: a Review 
A. S. Deutscu. Diseases of the Chest [Dis. Chest] 37, 
98-110, Jan., 1960. 24 refs. 


1401. An Intracardiac Pacemaker for Stokes-Adams 
Seizures 

S. FurMAN and J. B. ScHwepEL. New England Journal 
of Medicine [New Engl. J. Med.] at, 943-948, Nov. 5, 
1959. 5 figs., 9 refs. 


The clinical application of an intracardiac pacemaker 
in the treatment of 2 patients with intractable Stokes— 
Adams seizures is described in this: paper from the 
Montefiore Hospital, New York. A No. 6 Cournand 


- electrode catheter, which has no lumen but bears a copper 


wire and exposed metallic tip, was introduced into the 
right ventricle through the median basilic vein. The 
earth electrode, a bare silver-covered copper wire, was 
embedded subcutaneously into the left side of the chest. 
The heart was stimulated at 60 to 70 beats a minute, 
3-2 volts being required in the first case and 1-5 volt 
in the second. In the former the heart was successfully 
stimulated for two hours during resection of carcinoma 
of the colon. In the latter the electrode catheter re- 
mained in situ for 96 days, during which time anti- 
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coagulant therapy was maintained. Subsequently, the 
patient’s heart reverted to auricular fibrillation with 
conducted beats, and the catheter was withdrawn. No 
further episodes of asystole occurred. 

C. Bruce Perry 


1402. Remote Stimulation of the Heart by Radio- 
frequency Transmission: Clinical Application to a Patient 
with Stokes—Adams Syndrome 

W. W. L. GLENN, A. Mauro, E. Lonco, P. H. LAvietes, 
and F. J. Mackay. New England Journal of Medicine 
[New Engl. J. Med.) 261, 948-951, Nov. 5, 1959. 3 figs., 
20 refs. 


At the Grace-New Haven Community Hospital, Con- 
necticut, the heart of a patient with severe Stokes— 
Adams syndrome was successfully stimulated by remote 
radiofrequency transmission. The radiofrequency waves 
were transmitted to a secondary coil embedded beneath 
the subcutaneous tissue with a wire leading to the left 
ventricle. [For details the original article should be 
consulted.] After the operation for the insertion of the 
receiver the heart responded well to stimulation at 80 
beats a minute and stimulation at rates as high as 140 
beats a minute gave regular responses. On the 2st 
postoperative day stimulation of the heart suddenly 
ceased. When the apparatus was dissected from the 
chest wall the indifferent electrode wire was found to be 
broken. The patient died in a Stokes-Adams attack 
about 3 weeks after discharge from hospital and just 
over a month after the stimulator had been removed. 

C. Bruce Perry 


CHRONIC VALVULAR DISEASE 


1403. Diagnostic Value of the Left Atrial Pressure Pulse 
in.Mitral Valvular Disease 

J. E. Neustapt and A. B. SHAFFER. American Heart 
Journal [Amer. Heart J.| 58, 675-688, Nov., 1959. 11 
figs., 20 refs. 


At the Michael Reese Hospital and Medical Center, 
Chicago, 54 left atrial pressure pulse tracings from 43 
patients were analysed for features of value in distin- 
guishing pure mitral stenosis from pure mitral insuffici- 
ency and for the recognition of combined valvular 
lesions. All except 5 patients who were considered to 
have classic mitral insufficiency underwent surgical ex- 
ploration of the mitral valve. The pressure pulse tracings 
were recorded either at operation or by left heart 
catheterization. 

Various measurements regarded as useful in the differ- 
ential diagnosis of mitral stenosis and mitral incom- 
petence were subjected to test. Various features of the 
contour and pressure levels were found to be somewhat 
fallacious in the differentiation of these lesions. The 
most useful formula was that suggested by Owen and 
Wood, which is related to the rate of fall of pressure in 
the atrium in the early part of diastole (“‘ y descent ’’). 
This rate is slowed in mitral stenosis and accelerated in 
mitral incompetence. It was found, however, that the 
original method was often difficult to apply owing to 
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uncertainty about the point at which the “‘ y descent” 
ended. The authors recommend that the speed of fall of 
*““y”’ should be determined by measuring the slope of 
the first part of this wave in the left atrial pressure trace. 
When this modification of the formula was used a good 
separation of the three types of mitral valvular disorder 
was achieved. 

The authors comment on one other feature of the trac- 
ing obtained from patients with mitral incompetence 
which is called the “ catheter washout ” phenomenon. 
The catheter may enter the left ventricle intermittently 
during diastole; the pressure will then rise and when it 
is washed back into the left atrium early in the succeeding 
systole there will be a sudden change from a ventricular 
to an atrial type of pressure curve. This sign was present 
in 5 out of 8 patients who had mitral insufficiency. 

J. McMichael 


1404. An Experimental Evaluation of the Indicator Dilu- 


tion Technique for the Measurement of Mitral Regurgita- — 


tion 

R. H. E1cn, I. Sram, and D. ENerson. Journal of 
Clinical Investigation [J. clin. Invest.] 38, 2035-2043, 
Nov., 1959. 7 figs., 15 refs. 


In these experimental studies, carried out at New York 
University Upstate Medical Center, Syracuse, the authors 
produced the equivalent of mitral incompetence in dogs 
by inserting a polyvinyl tube to connect the left atrium 
with the left ventricle, a side tube led off from the poly- 
vinyl tube to a reservoir being used for calculating the 
blood flow in the shunt, which varied between 20 and 
38°%% of the forward flow. Catheters were inserted into 
the pulmonary artery, left auricle, and left ventricle, and 
the dilution technique was employed, with 5 jc. of radio- 
active iodinated human serum albumin in 0-5 ml. of 
saline solution as the indicator. At intervals of one 
second, timed by means of a metronome, samples of 
blood were collected from the femoral artery. 

The mean left atrial pressure with the shunt open was 
5-6 mm. Hg and with the shunt closed 4-8 mm. Hg. 
Closure of the shunt produced an abrupt fall in the left 
atrial pressure and an immediate rise in the left ventricu- 
lar pressure, the latter shortly thereafter falling to pre- 
closure level. Cardiac output was the same when the 
shunt was closed as when it was open. Dilution curves 
obtained with the shunt first open and then closed 
could be easily distinguished; thus with the shunt open 
the downslope of the curve and the disappearance time 
were more prolonged, the peak concentration less, and 
the least concentration and recirculation concentration 
greater than when the shunt was closed. These 
changes in the dilution curves are due to delay in 
washout of the indicator from the heart chambers and 
are equivalent to those described in patients with mitral 
incompetence. Although in each individual dog the 
curve obtained with the shunt open was clearly different 
from that obtained with the shunt closed, yet the authors, 
from a consideration of all their data, could not devise 
any calculation applied to the curve which would be diag- 
nostic of a shunt from ventricle to auricle. Also they 
could find no method of assessing quantitatively such a 
shunt from a study of the two dilution curves, the 
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difference between them bearing no relation to the per- 
centage of regurgitation. This may be due to wide over- 
lap in the patterns of the curves among the different 
dogs resulting from variations in blood volume, mixing 
of the indicator, and rate of washout, variables which 
cannot be assessed completely. K. G. Lowe 


1405. Assessment of Mitral Regurgitation by Indicator 
Dilution: Observations on the Principle of Korner and 
Shillingford 

R. A. CARLETON, G. E. Levinson, and W. H. ABELMANN. 
American Heart Journal [Amer. Heart J.| 58, 663-674, 
Nov., 1959. 3 figs., 15 refs. 


The Korner-Shillingford method of estimating mitral 
regurgitation, which is based on a wide spread of the 
time-concentration curve following the intravenous in- 
jection of dye, has been subjected to critical testing in 
70 patients, 45 of whom had varying degrees of mitral 
regurgitation, at the Boston City Hospital (Harvard 
Medical School). The patients were studied in detail 
and the clinical, electrocardiographic, and radiological 
signs of mitral regurgitation were all taken into account. 
Such phenomena as the loudness of the systolic murmur, 


the size of the left atrium, and the presence of systolic . 


expansion of the left atrium were given appropriate 
weighting in the clinical assessment of the severity of the 
leak. Ina certain number of patients the left atrium was 
punctured for recording pressures, and when the patients 
were subjected to operation a further assessment of the 
degree of incompetence of the valve was made by the 
surgeon’s finger. The results obtained by the variance 
method were plotted against these assembled clinical 
data and in general there was a very satisfactory correla- 
tion. It was felt, however, that the original Korner— 
Shillingford calculation tended to overestimate regur- 
gitant flow. This error, however, does not detract from 
the value of the underlying principle, and the authors 
consider that various theoretical objections which have 
been raised do not reduce the clinical value of the tech- 
nique, which they regard as one of the most promising 
approaches to the quantitative assessment of valvular 
regurgitation. J. McMichael 


1406. Transventricular Mitral Valvotomy: Report of 50 
Consecutive Cases 

H. B. Crum and M. J. C. Tsarpocas. Lancet [Lancet] 
2, 880-883, Nov. 21, 1959. 2 figs., 11 refs. 


The authors, having found that the finger-fracture 
technique in mitral valvotomy is unsatisfactory, use 
transventricular dilatation in all cases. The heart is 
approached by a lateral thoracotomy and the mitral 
valve is palpated through the left atrium. Without 
removing the finger a Tubbs dilator is inserted through 
the left ventricle, guided into the valve, and opened 
firmly, further division of the valve being achieved with 
the finger. 

In a series of 50 patients operated on at Woodend 
General Hospital, Aberdeen, there were 3 deaths, all in 
Patients in Grade IV (classification of Baker et al., Brit. 
med. J., 1952, 1, 1043; Abstr. Wid Med., 1952, 12, 418). 
These were due respectively to cerebral embolism, ball- 
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valve thrombus, and cardiac failure from overtransfusion. 
Of the survivors, 44 were greatly improved, 2 showed 
limited improvement, and one was not substantially 
better. Valvotomy had been performed previously in 5 
of the cases, including one of the 3 fatal cases. In 4 
cases in the series mitral valvotomy was followed im- 
mediately by aortic valvotomy. 

Transventricular dilatation is rapid and usually achieves 
extensive splitting of fused commissures, even in the 
presence of severe calcification. In none of the cases 
was there serious incompetence after operation. The 
authors state that complete division of the valve by finger 
pressure is uncommon; they do not prolong attempts at 
finger fracture, but use the dilator at once. 

M. Meredith Brown 


1407. Surgical Treatment of Mitral Stenosis with Par- 
ticular Reference to the Transventricular Approach with 
a Mechanical Dilator 

A. LoGAN and R. Turner. Lancet [Lancet] 2, 874- 
880, Nov. 21, 1959. 3 figs., 15 refs. 


In the early days of surgical treatment of mitral steno- 
sis the valve was approached by the ventricular route. 
After the introduction in 1948 of digital rupture of the 
commissures through the appendage the atrial route 
became a routine procedure. It allows palpation of the 
valve, but not always accurate identification of the com- 
missures. Pressure with the finger is sufficient to tear 
the valve at its weakest point, usually a commissure. 
Further pressure, which may be the only way of achieving 
adequate division, involves traction on some part of the 
heart, usually the valve ring. Alternatively, some form 
of knife may be used; without vision it cannot be guided 
exactly, and the incision is not necessarily made through 
the commissure. 

To overcome these difficulties an expanding dilator 
has been used, at first through the atrium, but, since 
1954, through the ventricle. A lateral thoracotomy, 
extended forwards, gives good access. The valve is 
explored with a finger through the atrium, followed by a 
gentle attempt at digital valvotomy; if this attempt fails 
the dilator is introduced through a small incision in the 
wall of the left ventricle near the apex, its head being 
accurately placed in the valve orifice under the guidance 
of the atrial finger. The dilator is opened just enough 
to overcome the resistance offered by the valve, which 
splits along the line of the commissures. Dilatation 
can be repeated to achieve full valvotomy, but is aban- 
doned if there is any reflux. 

In this paper from the University of Edinburgh and 
the Western General Hospital, Edinburgh, the authors 
report the use of transventricular dilatation over a 12- 
month period in 105 out of 113 cases. Its advantages 
are that it divides at the commissures, both being equally 
treated, and avoids cardiac trauma by providing its own 
counter-pressure. It reduces the number of manipuia- 
tions that may be required, and allows greater force to 
be used with accuracy. It may also be used for the aortic 
valve by the same route. On the other hand the dilator 
may cause detachment of a cusp, particularly if initially 
it is opened too widely, and it cannot be used from the 
right side. On withdrawal, haemorrhage from the ven- 
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tricle is easily controlled by thumb pressure or simple 
interrupted sutures. In the authors’ experience the use 
of the dilator has increased the extent of commissural 
division and the proportion of cases in which it is com- 
plete. A good result may be obtained even in the pre- 
sence of heavy calcification. They point out that signs 
suggesting a pliant valve are not always present in cases 
in which operation proves successful. There is a slightly 
increased incidence of operative mitral incompetence 
when the dilator is used, but there is no increase in in- 
competence which is of dynamic significance or of fatal 
incompetence. Injuries which occur occasionally at 


operation include rupture of chordae and detachment of — 


the cusps. 

The mortality in a total of 438 cases in which the dilator 
was used over a period of 5 years was 5%, compared 
with 64% in 388 cases operated on without the dilator. 
There were 4 deaths in 32 cases in which a second val- 
votomy was performed. M. Meredith Brown 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


1408. The History of Coronary Sclerosis 
P. KLEMPERER. American Journal of Cardiology [Amer. 
J. Cardiol.| 5, 94-107, Jan., 1960. 5 figs., bibliography. 


1409. Bilateral Ligation of the Internal Mammary 
Arteries in Coronary Thrombosis. (Preliminary Report.) 

nepepaska apTepHH 
mpu coo6menue)) 

B. V. Perrovskyy, A. A. NERSESJAN, and I. N. RYBKIN. 
Kaunuryecxan Meduyuna [Klin. Med. (Mosk.)] 37, 
52-55, Nov., 1959. 


In. 1939 it was proved that there is an anastomosis 
between the coronary artery and the internal mammary 
artery and in 1957 Petrovsky first performed bilateral 
ligation of the latter for the treatment of coronary 
disease. The present authors maintain that in 68 to 78°% 
of cases bilateral ligation relieves anginal attacks for a 
considerable time, while in 42°% there is a definite im- 
provement in the electrocardiogram (ECG) and ballisto- 
cardiogram. The operation is performed under local 
anaesthesia in the 2nd intercostal space 4 cm. from the 
sternum. 

Bilateral ligation has been performed by the authors 
on 20 patients with coronary atherosclerésis in whom 
conservative treatment had not proved successful. The 
ages of the patients, 18 men and 2 women, ranged from 
38 to 68. All patients had enlargement of the heart 
with dilatation to the left and dilatation of the aorta. 
The arterial pressure was raised in 10 cases and in 12 
there was a history of a myocardial infarction. The 
immediate results were good in 15 cases, with a lesser 
degree of improvement in 5. One to 8 months after 
the operation 16 patients had no anginal pain even on 
exertion, in 3 the anginal attacks had recurred, and one 
had died. In the ECG in 7 cases the T wave had become 
positive and the S-T interval isoelectric; in all the others 


the ECG showed no change. In 6 cases the blood pres- 
sure had fallen—systolic by 20 to 50 mm,, diastolic by 
10 to 20 mm. Hg. HH. W. Swann 


1410. The Treatment of Coronary Artery Disease with 
Parenteral Magnesium Sulphate 

R. S. Parsons, R. BuTLeR, and E. P. SeELLars. Medical 
Proceedings [Med. Proc.) 5, 487-498, Nov. 14, 1959. 
8 figs., 16 refs. 


Over 100 patients suffering from coronary heart disease 
(and at least one-third of them from acute myocardial 
infarction) were treated at the Royal Hobart Hospital, 
Tasmania, with intramuscular magnesium sulphate, in- 
jections of 1 ml. of 50% magnesium sulphate solution 
being given every 5 days for 60 days, with only one 
death, while 196 cases of acute myocardial infarction 
were treated during the previous year with routine 
anticoagulants with a 30% mortality. Comprehensive 
biochemical investigations were carried out before and 
after treatment in 50 cases treated with magnesium 
sulphate. A reduction in the serum cholesterol level was 
noted in 82°% of cases and an increase in the serum 
lecithin content in 54% of cases, resulting in an increase 
in the lethicin:cholesterol ratio, which is believed to 
help in keeping cholesterol in colloidal suspension. 

The possible action of magnesium sulphate is dis- 
cussed. Since magnesium is a protein-bound ion it may 
compete with cholesterol for attachment to the f proteins, 
thus releasing cholesterol to be metabolized and excreted 
in the faeces. The effects of diet and exercise are also 
discussed. Patients surviving myocardial infarction 
should not be treated as chronic invalids, but should be 
encouraged to take a reasonable amount of exercise and 
live full lives. Suggestions are put forward for the 
treatment of myocardial infarction by the practitioner 
in the patient’s own home. A. J. Karlish 


1411. Arteriographic Study of Coronary Vasomotor 


Activity in Animals and Man. (Etude artériographique 
de la vaso-motricité coronarienne chez |’animal et chez 
l’homme) 

G. ARNULF. Presse médicale [Presse méd.] 67, 2055- 
2057, Nov. 25, 1959. 10 figs. 


The author, with Chacornac, has previously reported 
(Lyon chir., 1958, 54, 212; Abstr. Wid Med., 1958, 2A, 
319) that coronary arteriography is facilitated by an 
intravenous injection of acetylcholine adequate to cause 
a few seconds of cardiac arrest. During the resulting 
prolonged diastole contrast media diffuse easily into 
the coronary arteries. The medium is injected directly 
into the ascending aorta in man or via a catheter in 
animals. Serial radiographs are taken before, during, 
and after the injection. 

Working at the Faculty of Medicine, Lyons, he found 
by this method that in dogs a mixture of papaverine and 
nicotinic acid is a very potent coronary vasodilator. A 
milder dilatation was observed after electrical stimulation 
of the stellate ganglion, although the concentration of 
acetylcholine used for arteriography prevented tachy- 
cardia and hypertension. Vasodilatation also followed 
resection of the cardiac plexuses, presumably because 
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their vagal component was greater than the sympathetic. 
Arteriography in a human patient revealed coronary 
spasm during anginal attacks. This was relieved by the 
intravenous injection of papaverine with nicotinic acid. 
D. Goldman 


HEART FAILURE 


1412. The Effect of Prednisone and 6-Methyl-predni- 
solone on Mercurial Diuresis in Patients with Refractory 
Cardiac Edema 

J. P. RaD6, G. BLUMENFELD, and S. HAMMER. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 238, 
542-551, Nov., 1959. 5 figs., 49 refs. 


At Janos Hospital, Budapest, the effect of prednisone 
and 6-methylprednisolone on renal glomerulotubular 
functions during mercurial diuresis was studied in 4 
patients with refractory cardiac oedema and 6 who were 
still responding to a mercurial diuretic. In the latter 
group the urinary concentration of chloride was hyper- 
tonic (150 mEq. per litre) compared with the serum 
(100 mEq. per litre), with the result that the serum 
chloride concentration fell. Since the glomerular filtra- 
tion rate fell at the peak of mercurial diuresis, only 
inhibition of tubular reabsorption of chloride appeared 
to be responsible for the electrolyte changes. When the 
refractory patients received 30 to 40 mg. of prednisone 
or 12 mg. of 6-methylprednisolone daily, mercury sensi- 
tivity was restored, the same biochemical changes being 
observed as in the control patients who were not receiving 
corticosteroid therapy. 

The authors suggest that prednisone and 6-methyl- 
prednisolone restore sensitivity to mercury by a tubular 
mechanism, presumably by influencing the metabolism 
of the renal tubular cells. T. B. Begg 


1413. Serum Glutamic—Oxaloacetic Transaminase Acti- 
vity as an Index of Centrilobular Liver Cell Necrosis in 
Cardiac and Circulatory Failure. [In English] 

N. U. BANG, K. IversEN, T. JAGT, and G. ToBIASSEN. 
Acta medica Scandinavica [Acta med. scand.| 164, 385- 
393, 1959. 5 figs., 10 refs. 


Centrilobular liver-cell necrosis, in contrast to atrophy, 
has been observed after acute coronary occlusion, in 
acute cardiac insufficiency from other causes, in acute 
infections, and in severe toxaemia. Some workers have 
found that the serum glutamic—oxalacetic transaminase 
(S.G.O.T.) activity is raised as a result of this necrosis. 
The present authors, in an earlier investigation (Ugeskr. 
Leg., 1957, 119, 239), found that the S.G.O.T. level was 
raised in 50 out of 51 patients with acute myocardial 
infarction and in 2 with acute pulmonary oedema without 
cardiac infarction. 

The investigation reported in the present paper from 
Kommunehospitalet, Copenhagen, was designed to deter- 
mine whether liver damage, especially centrilobular liver- 
cell necrosis, was responsible to some extent for the high 
S.G.0.T. values in cardiac conditions. In 31 patients 
(13 with acute myocardial infarction, 10 with cardiac 
insufficiency, and 8 without cardiac disease) $.G.O.T. 
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activity was determined once or twice a day for 2 days 
to one month before death. At necropsy histological 
evidence of centrilobular liver-cell necrosis was found in | 
all except one. In those cases in which the S.G.O.T. 
activity was markedly increased a rough correlation was 
noted between the degree of liver necrosis and the increase 
‘in the S.G.O.T. level. It is concluded that a raised 
S.G.O.T. level in a patient with acute heart failure may 
be due in some instances to circulatory damage to the 
liver and does not necessarily indicate the presence of 
myocardial infarction. R. Wyburn-Mason 


1414. Unexplained Heart Failure in the Aged 
G. A. Rose and R. R. Witson. British Heart Journal 
[Brit. Heart J.] 21, 511-517, Oct., 1959. 11 refs. 


This retrospective study is based on the findings in 50 
consecutive necropsies on patients of 70 years or over 
who died at Paddington General Hospital, London, with 
heart failure for which there was no adequate clinical 
explanation. The criteria of left ventricular failure were 
dyspnoea and basal crepitations not attributable to 
pneumonia; and of right ventricular failure, oedema 
and jugular venous congestion. A control group for 
comparison was obtained by matching each subject for 
age and sex with a control subject dying without evidence 
of heart failure or of any condition likely to be associ- 
ated with heart failure. (The authors admit, however, 
that the two groups were not altogether comparable in 
respect of the clinical data available.) Comparison of 
the findings in the two groups showed that brown 
atrophy of the myocardium, fatty change, and cloudy 
swelling are of no significance as aetiological factors in 
heart failure in the aged. A case is made for the existence 
of “‘ senile heart failure ’’ due to ageing of the myocardial 
tissue without changes which are apparent on routine 
histological examination. 

[It is perhaps unfortunate that although this condition 
very probably exists, the present paper cannot be held to 
afford convincing evidence either way. The study is 
largely vitiated by defects inherent in all retrospective 
necropsy surveys and by such manifest fallacies as the 
admitted incomparability of the two groups in respect 
of clinical data, the admission into the control group of 
23 patients dying of acute infection and pulmonary 
embolism (without clinical information regarding the 
mode of dying), and an analysis of cardiac rhythm in the 
two groups based on inadequate clinical information. 
Conclusions concerning the relation between hyper- 
tension and heart weight are based on similarly frail 
foundations. ] P. D. Bedford 


1415. Acute Anoxic Cardiac Failure in Pulmonary Heart- 

disease 

G. Kettaway. Lancet [Lancet] 2, 768-773, Nov. 7, 

1959. 2 figs., 38 refs. 


In 10 to 25% of patients admitted to hospitals in 
Great Britain with congestive cardiac failure pulmonary 
heart disease is the underlying cause. Of 334 consecutive 
patients with cardiac failure admitted to the Royal 
Infirmary, Edinburgh, chronic lung disease uncompli- 
cated by primary cardiovascular disease was present 
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in 50 (15%) and a history of chronic lung disease was 
obtained in 84 (25%). In 44 of the 50 patients there was 
acute anoxic cardiac failure; 18 of these died, 14 with 
electrocardiographic evidence of right ventricular strain 
dying within 4 days of admission. The author concludes 
as follows: ‘“* While antibiotics help overcome the 
respiratory infection the essential problem is to relieve 
anoxia without permitting carbon-dioxide narcosis to 
intervene. Apart from treatment with mechanical res- 
pirators, there is no readily available method of restoring 
arterial oxygen levels to normal without this danger. A 
method of providing continuous oxygen therapy whilst 
avoiding carbon-dioxide intoxication by the regular 
administration of respiratory stimulants [mainly in the 
form of large doses of nikethamide] is outlined and the 
results of this treatment, in particular the improvement 
in prognosis, are recorded. Oliguria persists for several 
days after arterial oxygen saturation has been raised to 
normal levels. During this period oedema increases 
despite clinical improvement. The results suggest that 
oxygen should be continued until diuresis begins. The 
absence of deaths due to carbon-dioxide narcosis and the 
improvement in immediate and more distant prognosis 
suggests that this is a good method of managing these 
patients.” 

[This is an important and very timely paper. It 
cannot be adequately summarized and should be read in 
full in conjunction with the paper by Westlake et al., 


Quart. J. Med., 1955, 24, 155.] A. J. Karlish 
HYPERTENSION 
1416. Epidemiological Observations on High Blood- 


pressure without Evident Cause 
S. L. Morrison and J. N. Morris. Lancet [Lancet] 2, 
864-870, Nov. 21, 1959. 8 figs., 27 refs. 


The Social Medicine Research Unit of the Medical 
Research Council, London Hospital, has studied the 
nature of high blood pressure without evident cause in 
data available concerning “casual” blood-pressure 
readings in, and the length of life of the parents of, 302 
drivers and conductors of London buses, all the men 
‘being between 45 and 60 years of age. When the sys- 
‘tolic blood pressures were plotted on a frequency polygon 
‘there was a slight indication of a double peak, the point 
of separation appearing at 155 mm. Hg. When the 
readings were subdivided the bimodal distribution 
became more obvious in men whose parents died in 
middle age—that is, before the age of 65. In men whose 
parents had lived to beyond the age of 65 there was a 
unimodal distribution of blood pressures, with a peak 
at 145 mm. Hg; no indication of any very significant 
rise in pressure with age was observed in this group. In 
men whose parents had died in middle age the mean 
pressure had increased from 144 mm. Hg at age 45 to 
54 to 162 mm. Hg at age 55 to 60. This increase was 
accounted for by the emergence of a notably higher 
second blood-pressure peak in drivers aged 55 to 60 
whose parents had died in middle age. It appears, 
therefore, that the increase in mean blood pressure with 
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age, which has often been noted by other authors, is 
due to the greater number of hypertensives in the older 
age group, especially men whose parents died pre- 
maturely. It was noted that in men whose systolic 
pressure was above 160 mm. Hg and in those in whom it 
was below this figure the corresponding diastolic pressure 
readings showed two overlapping but quite distinct dis- 
tributions, the lower with a peak at 85 mm. Hg and the 
higher with a peak at 100 mm. Hg. 

In the authors’ view the findings support the hypothesis 
that essential hypertension is a specific disease entity. 
They state that the condition appears “* to cluster remark- 
ably in families and to be strongly hereditary ”’. 

J. McMichael 


1417. Haemodynamics in Essential 

J. Brop, V. Fenci, Z. Hes, and J. Jirka. Nature 
[Nature (Lond.)] 184, Suppl. 21, 1643-1644, Nov. 21, 
1959. 1 fig., 10 refs. 


At the Institute of Cardiovascular Research, Prague, 
the authors have compared the cardiac output, total 
peripheral resistance, and regional blood flow and vas- 
cular resistance (splanchnic, renal, muscular, and 
cutaneous) in 15 patients with essential hypertension 
and 12 normal control subjects. In the hypertensive 
patients vascular resistance was increased in the kidneys, 
splanchnic area, and skin and decreased in muscle. 
This shift of blood from viscera to muscle in essential 
hypertension is analogous to that produced by acute 
mental stress giving rise to a pressor response in normo- 
tensive subjects. The authors suggest that “‘ the haemo- 
dynamics of essential hypertension are a fixation of the 
haemodynamic state produced by stressful stimuli in 
normotensive subjects ”’. K. G. Lowe 


1418. Influence of Chlorothiazide upon Arterial Respon- 
siveness to Nor-epinephrine in Hypertensive Subjects 

D. ALEKSANDROW, W. WySZNACKA, and J. GAJEWSKI. 
New England Journal of Medicine [New Engl. J. Med.] 
261, 1052-1055, Nov. 19, 1959. 1 fig., 17 refs. 


This article from the Second Medical Clinic, Medical 
Academy of Warsaw, describes a study of the effect of 
chlorothiazide upon the pressor action of noradrenaline 
on 20 patients with mild hypertension. The pressor 
effect was reduced by about one-half, and the authors 
suggest that this may come about by a reduction by 
chlorothiazide of the sodium content of the arteriolar 
walls. G. S. Crockett 


1419. Use of Trimethidinium Methosulfate (a New Gan- 
glionic Blocking Agent) in the Treatment of Hypertension 
N. O. BorHANt. Annals of Internal Medicine [Ann. 
intern. Med.} 51, 983-992, Nov., 1959. 1 fig., 14 refs.- 
Trimethidium methosulphate (“‘ostensin”) is an 
asymmetrical bisquaternary amine which has not only 
ganglion-blocking properties, but also some hypotensive 
action. In this paper from Johns Hopkins Hospital, 
Baltimore, the author reports his experience over 4 
period of 3 months or more with this drug in the treat- 
ment of 30 patients with severe essential hypertension, 
all of whom had previously been treated with other 
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ganglion-blocking agents as well as such drugs as chloro- 
thiazide. During this trial all these drugs were with- 
drawn and ostensin in a dosage of 40 to 120 mg. twice 
daily was substituted. 

In 20 of the patients the drug produced a fall in blood 
pressure to a level lower than any recorded during the 
previous 3 or 4 months, the mean systolic pressure of 
the whole group falling by 13-1 mm. Hg, and the mean 
diastolic pressure by 5-68 mm. Hg. [However, a study 
of the tables accompanying the paper reveals that great 
individual variations occurred, systolic pressures (taken 
in the standing position) as low as 85 mm. Hg below the 
previous level and as high as 77 mm. Hg above it being 
recorded, while the changes in the diastolic pressure 
ranged from +26 to —30 mm. Hg.] The usual side- 
effects associated with parasympathetic blockage were 
encountered, but these were usually mild and responded 
to the administration of 5 to 10 mg. of pilocarpine. It 
was noted that in some patients the effects of the drug 
were highly unpredictable, marked hypotension being 
produced by a dose only slightly larger than an ineffective 
one. The majority of patients who responded to the 
drug showed remarkably little postural hypotension, and 
this fact is adduced as confirmation of the finding that 
the drug has some central action, which had been sug- 
gested by the results of animal experiments. 

H. F. Reichenfeld 


1420. Results of Treatment in Malignant Hypertension: 
a Seven-year Experience in 94 Cases 


M. HaARINGTON, P. KINCAID-SMITH, and J. MCMICHAEL. 
British Medical Journal [Brit. med. J.| 2, 969-980, Nov. 
14, 1959. 19 figs., 26 refs. 


A series of 82 patients with malignant hypertension 
treated with ganglion-blocking drugs during the period 
1951-8 is reported. The results observed in this group 
are compared with a control series previously reported 
from the same hospital [Hammersmith Hospital, London]. 

The expectation of life of the treated patients was 
increased by a factor of 6 to 8 times that expected from 
the control series. Prolonged survival was particularly 
seen in those patients whose renal function was normal 
or only slightly impaired at the start of treatment. 
Death was most frequently due to uraemia; heart 
failure as a cause of death was considerably diminished 
in the treated group. The benefits of treatment were 
most pronounced on retinitis and in heart failure. Im- 
provement in the electrocardiogram was seen in one-third 
of cases; reduction in cardiac size occurred somewhat 
less frequently. Renal function tended to remain. sta- 
tionary or to improve slightly in patients with an initial 
blood urea level below 80 mg. per 100 ml.; where renal 
impairment was more severe than this progressive 
deterioration was the rule. Patients with neurological 
complications did not derive much benefit from treat- 
ment. Accompanying atherosclerosis was a limiting 
factor in the success of treatment, particularly in older 
patients. A survey of the histological lesions in the 
kidneys showed that after treatment with hypotensive 
drugs the main changes were a conversion of cellular 
intimal hyperplasia in the interlobular arteries of fibrous 
intimal thickening and a “* healing ”’ of fibrinoid degenera- 
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tion to hyaline and fibrous tissue. Some correlation _ 
was likely between the degree of narrowing of the inter- 
lobular arteries at the start of treatment and prognosis. 
—[Authors’ summary.] 


1421. Reactivity of Forearm Vessels to Vasoconstrictor 
Substances in Hypertensive and Normotensive Subjects 
A. E. Doyte, J. R. E. Fraser, and R. J. MARSHALL. 
Clinical Science [Clin. Sci.] 18, 441-454, Aug., 1959 
[received Jan., 1960]. 9 figs., 22 refs. 


While many patients with hypertension can be shown 
to have a greater rise in blood pressure following reflex 
or chemical stimuli than normal subjects, it is difficult 
to determine how far this is due to an abnormal peri- 
pheral vasomotor response and how far to the effect of 
central homeostatic mechanisms. In an effort to study 
this problem the authors, who report from the University 
of Melbourne and the Alfred and Royal Melbourne 
Hospitals, infused small doses of three vasoconstrictor 
drugs into the brachial arteries of 25 hypertensive 
patients and 22 normotensive control subjects matched 
for age, sex, and arm size. The hypertensive subjects in 
this group had nearly all been treated with antihyper- 
tensive drugs which were temporarily withdrawn, but a 
further group of 16 patients with hypertension who had 
not been treated were also studied. The drugs used were 
noradrenaline, angiotonin, and 5-hydroxytryptamine, 
and the doses used were so small that there was no effect 
on other parts of the body. An accurate study of the 
response of the vessels of the forearm to these drugs 
was made by studying the blood flow by means of 
a strain-gauge plethysmograph. One set of control 
observations was obtained from the opposite forearm 
in each case. The resting blood flow in the forearms 
of the patients and control subjects studied was shown 
to be of the same order. 

The fall in blood flow in the hypertensive group (45 
to 82%; mean 61%, S.D. +8-6) was significantly greater 
than in the normal subjects (21 to 64%; mean 48%, 
S.D. +13-3), when an infusion of noradrenaline was 
given. This trend was also noted with the other two 
drugs studied. The difference in the response of the 
hypertensive and normal subjects was shown not to be 
related significantly to the slightly higher initial blood- 
flow resistance in the hypertensive subjects. It was also 
shown that the percentage fall in forearm blood flow was 
smaller in normotensive than in hypertensive subjects 
with each of several different doses of noradrenaline, the 
former requiring on the average twice as much nor- 
adrenaline to produce the same degree of fall as the 
latter. The response of the untreated hypertensive 
patients was similar, showing that treatment alone had 
not been responsible for the differences noted between 
the two groups previously studied, and the administra- 
tion of hexamethonium bromide intravenously to these 
patients did not alter the extent of the vasoconstrictor 
response to noradrenaline. 

The difference thus demonstrated between hypertensive 
and normal subjects in their response to vasoconstrictor 
drugs is independent of central mechanisms and repre- 
sents an abnormality of the peripheral vasomotor 
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response in the former. The authors discuss the possible 
causes for this difference, including as a likely explanation 
the abnormal distribution of sodium, potassium, and 
water which has been shown to exist in the tissues of 
the hypertensive subject. A. E. Read 


1422. Hypertension and the Kidney. I. Clinical, Patho- 
logical, and Functional Disorders, Especially in Man. 
Il. Experimental Basis of Renal Hypertension (Goul- 
stonian Lectures for 1959) 

W. S. Peart. British Medical Journal [Brit. med. J.] 
2, 1353-1359, Dec. 19, 1959, and 1421-1429, Dec. 26, 
1959. 21 figs., bibliography. 


PULMONARY CIRCULATION 


1423. The Effects of Stimulation of the Carotid Body 
Chemoreceptors on the Pulmonary Vascular Bed in the 
Dog: the ‘* Vasosensory Controlled Perfused Living 
Animal ”’ Preparation 

I. pe B. Day and M. pe B. Day. Journal of Physio- 
logy (J. Physiol. (Lond.)| 148, 201-219, Oct., 1959. 
4 figs., 29 refs. 


The authors describe experiments performed on anaes- 
thetized dogs at the A.R.C. Institute of Animal Physio- 
logy, Cambridge, and University College, London, in 
which the carotid vaso-sensory area, the aortic arch, the 
brain, the lungs, and the remainder of the systemic circu- 
lation were perfused independently. Bronchial arterial 
blood flow was controlled by tying off the aorta distal 
to the origin of the subclavian artery and perfusing back 
through the femoral arteries. The gaseous composition 
of the blood supplied to each part of the systemic circula- 
tion was the same, but that to the carotid body came from 
a donor dog which could be rendered hypoxic by ven- 
tilation with a gas mixture consisting of 5°%% oxygen and 
5°% carbon dioxide in nitrogen. 

In these conditions and with a constant pulmonary 
arterial blood flow, stimulation of the carotid body 
chemoreceptors by transfusion with venous or hypoxic 
blood could cause either an increase, a decrease, or no 
change in pulmonary vascular resistance, as measured 
by changes in the pressure gradient across the pulmonary 
vascular bed. When pulmonary artery perfusion was 
repeated during temporary interruption of bronchial 
arterial blood flow there was invariably a rise in pul- 
monary resistance. The authors conclude that hypoxia 
causes indirect reflex pulmonary vasoconstriction, which 
may be masked by changes in the distribution of blood 
between the bronchial and pulmonary vascular systems. 

D. Goldman 


1424. The Effects of Stimulation of the Carotid Sinus 
Baroreceptors on the Pulmonary Vascular Bed in the Dog 
I. pe B. Daty and M. pe B. Daty. Journal of Physio- 
logy (J. Physiol. (Lond.)| 148, 220-226, Oct., 1959. 
2 figs., 4 refs. 

In these further experiments on dogs prepared as 
previously described [see Abstract 1423] changes in 
pulmonary vascular resistance were determined by 


measuring the changes in pressure gradient across the 
pulmonary vascular bed while a constant pulmonary 
arterial inflow was maintained. In all of 7 experiments 
when the carotid sinus pressure was raised pulmonary 
resistance fell. The experiment was repeated in 5 cases 
during interruption of the bronchial arterial circulation, 
but in 4 of them pulmonary resistance still fell. 

The authors conclude that stimulat.on of the carotid 
baroreceptors causes dilatation of the pulmonary vascular 
bed proper. In 2 of the experimental animals stellate 
ganglionectomy abolished the reflex, which therefore 
probably acts by inhibition of upper thoracic sympathetic 
outflow. The results of one of the experiments per- 
formed suggested that carotid sinus reflexes also con- 
trol the bronchial vascular system. _ D. Goldman 


1425. Reduction in Systemic Blood Oxygen as a Result 
of Procedures Affecting the Pulmonary Circulation in 
Patients with Chronic Pulmonary Disease 

D. F. Hawmacyi and J. E. Cores. Clinical Science 
[Clin. Sci.] 18, 475-489, Aug., 1959 [received Jan., 1960]. 
3 figs., 39 refs. 


This paper from the M.R.C. Pneumoconiosis Research 
Unit, Llandough Hospital, Glamorgan, reports observa- 
tions on 6 patients with chronic lung disease whose 
bronchospasm was sensitive to adrenaline. They were 
first given 0-5 ml. of hyperduric adrenaline in a 1 in 1,000 
solution subcutaneously and subsequently 0-5 ml. of 
physiological saline as a control. The arterial blood 
oxygen tension and oxygen saturation were then mea- 
sured, the latter spectrophotometrically, after 20, 40, 
and 60 minutes. The adrenaline caused a small but 
significant reduction in both oxygen tension and satura- 
tion as compared with that observed in the control experi- 
ment with normal saline. Similar reductions were found 
after the intravenous administration of aminophylline 
in a dosage of 5 to 7 mg. per kg. body weight to 8 patients 
whose bronchospasm was relieved by this drug, but no 
such reduction occurred in 5 patients whose broncho- 
spasm was not so relieved. A reduction in arterial 
oxygen saturation was also observed in 4 patients given 
50 mg. of nicotinic acid intravenously, one of whom be- 
came severely dyspnoeic and cyanosed. 

The literature on other drugs reducing arterial blood 
oxygenation is reviewed. Since the relief of broncho- 
spasm might be expected to increase arterial oxygen 
saturation rather than decrease it the paradoxical results 
here reported are discussed. The authors suggest that 
in patients with pulmonary hypertension such drugs 
may give rise to increased venous admixture because of 
increased cardiac output or reduced pulmonary arteriolar 
resistance, this increased admixture having the effect of 
reducing arterial oxygen saturation. [It is also possible 
that broncho-dilatation reduces effective pulmonary 
ventilation by increasing dead-space air.] 

D. Goldman 


1426. Occlusion of the Hepatic Veins in Man 
R. G. F. ParKEerR. Medicine [Medicine (Baltimore)| 38, 
369-397, Dec., 1959. 15 figs., bibliography. 
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1427. Absorption of Inorganic Iron after Partial Gastrec- 
tomy: Comparison of the Polya and the Billroth I Opera- 
tions 

H. L. Scottish Medical Journal (Scot. med. J.] 
4, 523-526, Nov., 1959. 1 fig., 23 refs. 


Absorption of radioactive iron (59Fe) after partial 
gastrectomy was studied in 4 patients at the Western 
Infirmary, Glasgow. In 2 patients with dumping symp- 
toms following a Polya-type gastrectomy conversion to a 
Billroth-I type of anastomosis was carried out, while 2 
patients with stomal ulcers after a Billroth-I gastrectomy 
were treated by conversion to a Polya anastomosis. Iron 
absorption was studied before and 3 to 6 months after 
the conversion operation. 

A dose of 5 mg. of ferrous iron as the sulphate 
labelled with 5 xc. of 59Fe and a dose of 50 mg. of ascorbic 
acid were given to the fasting patients. Both absorption 
and utilization of the isotope were measured. There 
was no significant difference in the absorption of iron 
in the two groups. The study indicates that absorption 
of iron in the form of ferrous sulphate is not changed 
by either short-circuiting the duodenum or leaving it 


in continuity. I. McLean Baird 
1428. Retinal Haemorrhages in Severe Anaemias— 
Their Diagnostic Significance 


J. E. Cosnetr and I. N. Macteop. British Medical 
Journal [Brit. med. J.] 2, 1002-1004, Nov. 14, 1959. 


It has for long been appreciated that the extent of the 
retinal haemorrhages which occur in the anaemias and 
blood dyscrasias was related to the severity of the 
anaemia. From their experience of the megaloblastic 
and iron-deficiency anaemias which are common in 
Indian patients in Natal, however, the authors conclude 
that in certain anaemias retinal haemorrhages have a 
greater diagnostic significance than the literature sug- 
gests, basing this view on a study of 74 cases of severe 
anaemia seen at King Edward VIII Hospital; Durban. 

Of 23 of these patients who had megaloblastic anaemia, 
only one had no retinal changes. This patient’s haemo- 
globin value was the highest in the group (8-4 g. per 100 
ml.), the values in the other patients ranging from this 
figure down to 2 g. per 100 ml. and the majority being 
below 4 g. per 100 ml. In most of these cases the 
Tetinal haemorrhages were more extensive than those 
usually described and illustrated in the literature; 
moreover, some of the haemorrhages resembled those 
found characteristically in leukaemia in that they had 
Pale yellow centres. Soft yellowish or whitish exudates 
were seen in some cases. In contrast, of the 51 patients 
with non-megaloblastic anaemia, only 4 showed retinal 
changes, the haemoglobin levels of these 4 patients 
being respectively 2-7, 4-2, 7-3, and 8-4 g. per 100 ml.; 
2 of these patients had iron-deficiency anaemia (in one 
Case associated with thrombocytopenia), one was 
anaemic owing to a haemorrhage following an abortion, 
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and the 4th had an aplastic anaemia with a low platelet 
count. These findings suggest that retinal haemorrhages 
are much more frequent and extensive in megaloblastic 
anaemias and in thrombocytopenic conditions than in 
anaemia due to blood loss or iron deficiency. In two- 
thirds of the patients with megaloblastic anaemia the 
pathologist had reported that the platelet count was 
decreased before the retinae were examined. It would 
appear that retinal changes are not solely dependent on 
deficient oxygenation or haemoglobin level. The yellow 
centres of the haemorrhages seen in leukaemia are said 
to be due to central aggregation of leucocytes: such a 
change in megaloblastic anaemia is more difficult to 
explain, unless it is due to the higher proportion of leuco- 
cytes in the blood. The authors consider that the diag- 
nostic value of retinal haemorrhages is of special import- 
ance in regions where both megaloblastic and iron- 
deficiency anaemias are common. R. F. Jennison 


1429. Folic-acid Deficiency in Pregnancy: the Patho- 
genesis of Megaloblastic Anaemia of Pregnancy 

I. CHANARIN, W. J. O’SULLIVAN, B. M. MAaAcGIBBon, 
and D. L. Motu. Lancet [Lancet] 2, 634-639, Oct. 24, 
1959. 6 figs., 38 refs. 


A study of folic acid deficiency in pregnancy and of 
the factors causing such deficiency is reported from 
the Postgraduate Medical School of London. The 
plasma folic acid level was determined 3, 15, and 30 
minutes after intravenous injection of 15 wg. of folic acid 
per kg. body weight in the following groups of subjects: 
(1) 30 healthy non-pregnant women aged 18 to 40; 
(2) 250 anaemic women at various stages of pregnancy; 
(3) 11 patients with normal twin pregnancy (34 to 39 
weeks); and (4) 11 patients with untreated megaloblastic 
anaemia of pregnancy. Folic acid absorption tests were 
carried out on healthy subjects of both sexes and preg- 
nant women with and without untreated megaloblastic 
anaemia. 

The clearance rate of folic acid, and consequently the 
degree of tissue unsaturation, increased progressively 
from Group 1 to Group 4; in Group 2 the clearance 
rate was higher in the later than in the earlier months 
of pregnancy. It is suggested that megaloblastic anaemia 
of pregnancy is probably due to increased demands by 
the foetus, which may not be met if the dietary intake is 
deficient. The results of absorption tests suggest that 
defective absorption may also be a factor. 

R. B. Thompson 


1430. Factors Controlling Hemopoiesis: 
Observations on Their Role in Polycythemia Vera 

J. W. LinMAN, F. H. BeTHELL, and M. J. Lonc. Annals 
of Internal Medicine [Ann. intern. Med.] 51, 1003-1018, 
No™., 1959. 6 figs., 36 refs. 


Previous studies by the authors indicated that two 
humoral factors in human plasma exert control over 
erythrocyte formation. The effect of these factors is 
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judged by their action on the erythropoietic system of 
rats when suitably processed plasma extracts are injected 
daily over a period of some days. The first factor, which 
is thermostable and soluble in ether, appears to stimulate 
the division of erythroblasts but has no effect on haemo- 
globin synthesis. The second factor, which is relatively 
thermolabile and insoluble in ether, has the reverse 
effect: it enhances haemoglobin synthesis but has no 
effect on the rate of erythroblast division. 

In this paper from the Northwestern University Medi- 
cal School and Veterans Administration Research Hos- 
pital, Chicago, and the University of Michigan, Ann 
Arbor, the authors report experiments with specimens 
of plasma from 16 patients with active polycythaemia 
vera and 8 patients in therapeutic remission, the plasma 
having been treated so as to separate these two factors. 
When injected into rats daily for 14 days both extracts 
showed enhanced activity, the thermostable extract pro- 
ducing increased erythropoiesis and the thermolabile 
increased haemoglobin synthesis. This enhancement 
was still present in the plasma of the patients who had 
been treated with radioactive phosphorus and were in 
remission. 

In polycythaemia vera thrombocytosis and leucocyto- 
sis are commonly observed. Experiments were therefore 
carried out to determine whether these changes could be 
the result of humoral activity, specimens of plasma from 
3 untreated patients and 4 in remission being used. 
Ether extracts of the plasma from both groups of patients 
produced a definite but not marked increase in the 
platelet count in injected rats, but there was no significant 
leucocytosis or increased granulocytic activity in the 
marrow. Plasma from 4 other patients with active 
polycythaemia, 3 of them showing leucocytosis, was 
processed by boiling at pH 5-5 and filtration. These 
extracts, when given daily to rats in greater quantities 
than those previously used, did produce leucocytosis as 
well as an increase in the erythrocyte and platelet counts; 
the leucocytosis was due entirely to neutrophil poly- 
morphonuclear leucocytes. Femoral marrow of the rats 
showed hyperplasia of erythropoietic and granulopoietic 
cells, and the number of megakaryocytes was also 
increased. In all these experiments the effects passed 
off after the injections ceased. Control injections of 
normal plasma treated in the same way were also given 
and the rats receiving these normal fractions showed no 
evidence of erythropoietic stimulation or leucocyte in- 
crease, although it was observed that the platelet count 
rose a little. 

The authors point out that previous work has shown 
that injection into rats of batyl alcohol, a glyceryl ether 
isolated from yellow bone marrow, has an effect similar 
to that of the ether-soluble thermostable fraction of 
polycythaemic plasma, including the leucocyte and 
thrombocyte stimulation. In their view their observa- 
tions suggest that humoral factors are responsible for the 
thrombocytosis and leucocytosis as well as the increased 
erythrocyte formation in polycythaemia vera and there- 
fore that derangement of the regulatory role of these 

humoral factors may play some part in the pathogenesis 
of the disease. The cause of this derangement remains 
unknown. M. C. G. Israéls 
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1431. Pulmonary Involvement in Leukemia 

R. A. GREEN and N. J. NICHOLS. American Review of 
Respiratory Diseases [Amer. Rev. resp. Dis.] 80, 833-844, 
Dec., 1959. 6 figs., 13 refs. 


Microscopic infiltration of the lung and pleura by 
leukemic cells was found in 27% of a series of 109 cases 
of leukemia examined at autopsy. The infiltration was 
of clinical significance in 7°%% of the cases. Various 
aspects of the differential diagnosis of pulmonary infiltra- 
tion and pleural effusion in leukemic patients are dis- 
cussed.—[Authors’ summary.] 


1432. Familial Hodgkin’s Disease: Its Significance and 
Implications 

D. V. Razis, H. D. DIAMOND, and L. F. Craver. Annals 
of Internal Medicine [Ann. intern. Med.) 51, 933-971, 
Nov., 1959. 8 figs., bibliography. 


The authors have studied the incidence of Hodgkin’s 
disease among members of the families of 1,102 patients 
with this disease attending the Memorial Center for Can- 
cer and Allied Diseases, New York, studying as a control 
the families of four groups of patients with, respectively, 
lymphosarcoma, leukaemia, malignant tumours, and 
benign tumours. In the probands the diagnosis of 
Hodgkin’s disease was confirmed histopathologically. 
There were 643 male and 459 female patients. The 
age of apparent onset ranged from infancy to over 70 
years, but the greatest incidence occurred in the two 
decades 20 to 29 and 30 to 39. Cases occurring in the 
immediate relatives of patients were divided into 
** proved” and “ not proved ”’, the proved cases being 
those verified histologically at the Memorial Center. 
The inquiry revealed 19 cases of Hodgkin’s disease 
among members of the immediate family of 18 of the 
original patients, 2 sisters of one patient being affected; 
13 of these 19 were proved cases. The incidence of 
Hodgkin’s disease among the families of the control 
patients was as follows: lymphosarcoma (1,269 patients) 
4 cases; leukaemia (220 patients) 2 cases; malignant 
tumour (748 patients) 2 cases; and benign tumour (688 
patients) 2 cases. 

Statistical analysis of the data showed that Hodgkin’s 


disease occurred in relatives of affected patients more 


often than would be expected from chance. Owing to 
the great differences in the age distribution in the control 
groups it was difficult to be precise about the magnitude 
of the familial effect in those groups, but the authors 
estimate that the probability that an immediate relative 
of a patient with Hodgkin’s disease will also have the 
disease is 3 times as great as among the immediate 
relatives of a patient without the disease. However, 
only a little over 1% of patients with Hodgkin’s disease 
had an immediate relative who was affected, so that the 
familial incidence is very low, resembling that of some 
types of cancer—namely, cancer of the breast, uterus, 
stomach, and oesophagus. The authors conclude that 
heredity plays only a indirect or minor role in the 
aetiology of Hodgkin’s disease. (Details of the families 
with affected relatives, including some more distant 
relatives not taken into account in the statistical analysis, 
are given in an appendix.) M. C. G. Israéls 
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1433. Pulmonary Ventilation and Respiratory Gas Ex- 
change during Manual Artificial Respiration and Expired- 
air Resuscitation on Apnoeic Normal Adults: a Compari- 
son of the Holger Nielsen Method and the Mouth-to- 
mouth Method. [In English] 

H. PouLsen, J. SKALL-JENSEN, I. STAFFELDT, and M. 
LANGE. Acta anaesthesiologica Scandinavica [Acta 
anaesth. scand.] 3, 129-153, 1959. 9 figs., 40 refs. 


After detailing the factors concerned in evaluating 
methods of artificial respiration the authors refer to 
various previous investigations which have failed to ful- 
fil these requirements. For a comparison between the 
Holger Nielsen (H.N.) and the mouth-to-mouth (M.M.) 
methods which they carried out at the Aarhus Commune- 
hospital (University of Aarhus), Denmark, the authors 
used 5 normal adult males. Sleep was induced and 
maintained with intermittent doses of thiopentone and 
pethidine. Apnoea was sustained by an intravenous 
drip infusion of succinylcholine. Tidal air, minute 
volume, and alveolar ventilation per minute were deter- 
mined pneumographically, -spirometrically, or volu- 
metrically or by a combination of two or more methods. 
The oxygen saturation and carbon dioxide tension of the 
arterial blood were estimated from samples taken from 
a catheter in the femoral artery. The average duration 
of each test was 30 minutes. The effects of artificial 
respiration on alveolar ventilation are fully tabulated, 
the results showing a conclusive contrast between the 
two methods. Whereas in 4 out of the 5 cases treatment 


. by the M.M. method gave an adequate respiratory 


exchange, only in one out of the 5 treated by the H.N. 
method was respiratory exchange satisfactory. It was 
of interest to note that in this solitary successful case the 
tate of administration had been increased from 6 to 10 
per minute to 15 per minute. 

The authors contrast and compare the methods with 
regard to the following desiderata. 

(1) Adequate Ventilation. Whereas the average tidal 
volume obtained with the H.N. method was 350 to 500 
ml., the M.M. method gave two or three times this 
volume; furthermore, the latter is likely to be more 
effective in cases of increased respiratory resistance due 
to foreign bodies, diseased lungs, or spasm and is 
especially superior in obese subjects and children, but 
difficulty may arise in securing an adequate seal. 

(2) Free Airway. The prone position of the H.N. 
method is more satisfactory in general than the supine, 
but the authors did encounter some tendency to obstruc- 
tion; they suggest increasing the extension of the head 
by resting the chin on the hands, which they found an 
effective modification. When the operator is experienced 
the airway is easier to maintain and deficiencies are more 
readily detected in the M.M. than in the H.N. method, 
but novices may find some difficulty in these respects. 

(3) Ease of Learning and Operation. Whereas the 
H.N. method has been universally and readily adopted by 


both men and women, the M.M. method requires more 
specialized training than is likely to be practicable for the 
general population. Also the H.N. technique can be 
performed for 30 to 60 minutes without signs of fatigue 
in the operator, whereas 20 to 30 minutes is the maximum 
for the M.M. method. 

(4) Applicability to All: Categories of Patients. The 
H.N. method is particularly ineffective in the obese, in 
infants, and under inaccessible conditions. On the other 
hand the M.M. method carries the risk of transmitting 
infections to the rescuer and may be dangerous in cases 
of poisoning. 

(5) Miscellaneous Factors. In the M.M. method the 
positive pressure ventilation may be detrimental in the 
presence of cardiovascular depression, and complications 
may arise from gastric inflation followed by vomiting 
and aspiration of the stomach contents. 

In conclusion the authors recommend retaining the 
H.N. method as the main emergency procedure, but also 
disseminating knowledge of the M.M. method among 
laymen, particularly for the resuscitation of children. 

[The authors have made a thoughtful approach to 
their subject and have presented their findings attractively. 
Their discussion and references will be helpful to those 
engaged in this sphere of research.] Michael Kerr 


1434. Maximum Forced Expiratory Flow Rate as a 
Measure of Ventilatory Capacity, with a Description of a 
New Portable Instrument for Measuring It 

B. M. Wricut and C. B. McKerrow. British Medical 
Journal [Brit. med. J.] 2, 1041-1047, Nov. 21, 1959. 
7 figs., 16 refs. 


A single forced expiration provides a satisfactory index 
of ventilatory capacity and is much simpler and less 
tiring to perform than is maximum voluntary ventilation. 
In this paper from Llandough Hospital, Penarth, 
Glamorgan, the authors describe an instrument which 
measures the maximum flow rate in litres per minute 
during a forced expiration. It has the advantage over 
other apparatus, for example, the spirometer and kymo- 
graph, that it is completely portable. It consists of a 
shallow cylinder with a cavity 5 inches (12-7 cm.) in 
diameter and 12 inches (3-6 cm.) deep from which a 
mouthpiece projects radially, the cylinder weighing only 
2 1b. (900 g.). Inside the cylinder a movable vane pivoted 
from the centre and fitting the cavity of the cylinder 
closely without touching its walls is attached to a spiral 
spring, which tends to rotate the vane towards the 
mouthpiece. An annular orifice extends round the peri- 
phery of the cylinder, so that when air is blown into 
the mouthpiece it rotates the vane and escapes through the 
annular orifice, which is progressively uncovered as the 
vane is pushed round. The vane ceases to turn when the 
pressure of air on it is balanced by the force of the spring, 
this point being registered by an indicator attached to the 
spindle which moves over a calibrated dial on the outer 
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face of the cylinder; a ratchet prevents its return. The 
instrument measures the highest flow rate sustained for 
10 milliseconds and has a range of 50 to 1,000 litres per 
minute. Its readings appear to correlate well with the 
fast expiratory volume at 0-75 second. The mode of 
calibration is discussed in much detail. 

Bernard J. Freedman 


1435. Diagnosis of Adenomatosis of the Lungs during 


Life. (O mpwoxHsHeHHOM pacno3HaBaHHH ameHoMaTosa 
nerKHx) 

T. N. Oxeneva. J] podsemu Tydepxynesa [Probl. 
Tuberk.) 37, 24-28, No. 8, 1959. 4 figs., 19 refs. 


Adenomatosis of the lungs is a very rare condition. It 
is a peculiar extrabronchial tumour of a multicentric 
character capable of showing signs of malignant growth. 
The disease starts unnoticed and for a long time cannot 
be recognized. In its later stages the symptoms are a 
cough and a discharge of a large quantity of liquid 
phlegm, sometimes as much as one litre per day. During 
this period the condition of the patient remains satis- 
factory and the temperature normal. The tuberculin 
reaction is negative. In the early stages the radiographic 
appearances resemble those of pneumonia, but in the 
later stages there are signs of fibrosis, bronchiectasis, and 
bullous emphysema. Adenomatosis is difficult to diag- 
nose during life, and bronchoscopy helps very little as 
the disease starts extrabronchially. 

The author describes-a case which, by a process of 
elimination, was eventually diagnosed as adenomatosis 
during the life of the patient. The clinical and radio- 
graphic findings led to a diagnosis of tuberculosis, for 
which the patient was treated for 6 years without any 
success. The radiograph showed multiple small foci 
distributed in the upper regions of both lungs up to the 
4th rib. The hila were not affected at all. Bronchiec- 
‘tasis was eliminated by the absence of repeated attacks of 
pneumonia with the characteristic purulent, foetid 
sputum. The presence of Candida albicans in the sputum 
was detected once, but none of the usual signs of candido- 
mycosis was present. The cytological examination of 
the sputum was significant, the smears showing collec- 
tions of heavy cubical epithelial cells (alveolar type) with 
large nuclei with evenly distributed chromatin. In some 
places the epithelium showed flattened cells with a solid 
protoplasm. The nuclei of these cells were pyknotic 
and the cellular structure abnormal. This was typical of 
the chronic hyperplastic process of adenomatosis with 
metaplasia of malignant type. 

It is suggested that the two types of adenomatosis, 
nodular and diffuse, described in the literature are really 

two different phases of one disease. H. W. Swann 


1436. Cardiopulmonary Function in Chronic Obstructive 
Emphysema 
M. H. Wixuiams Jr. and L. R. ZOHMAN. American 
Review of Respiratory Diseases [Amer. Rev. resp. Dis.) 80, 
689-699, Nov., 1959. 9 figs., 27 refs. 

Repeated studies of cardiorespiratory function in 22 
patients with chronic pulmonary emphysema have re- 
vealed the following: severe and persistent reduction of 


the maxima! midexpiratory flow rate and vital capacity; 
consistent reduction of the steady-state carbon monoxide 
diffusing capacity during both rest and exercise; mild 
hypoxemia and carbon dioxide retention at rest, slightly 
increased by exercise; increased residual volume of the 
lungs with impaired mixing; increased lung dead space; 
pulmonary hypertension which was mild at rest but 
fairly severe during exercise; and a cardiac index which 
was normal at rest but subnormal during exercise. 

The outstanding abnormalities of cardiopulmonary 
function were the persistent airway obstruction and the 
reduced diffusing capacity. The latter was. interpreted 
as a reflection of the reduced alveolar-capillary surface 
area which is the pathologic criterion of emphysema. By 
calculating the effects of the reduced alveolar ventilation, 
low diffusing capacity, and measured right-to-left shunt 
in these patients, it was found that the major contribution 
to hypoxemia was the presence of disordered ventila- 
tion/perfusion relationships in the lung.—{Authors’ 
summary.] 


1437. Cardiopulmonary Function in Pulmonary Fibrosis 
L. R. ZoHMAN and M. H. WILLIAMS Jr. American 
Review of Respiratory Diseases [Amer. Rev. resp. Dis.] 
80, 700-704, Nov., 1959. 1 fig., 8 refs. 


Measurements of diffusing capacity and vital capacity 
in 47 patients with pulmonary fibrosis shown roentgeno- 
graphically have revealed that impaired diffusion is more 
common than reduction of vital capacity. Detailed 
studies of 12 patients have revealed consistent reduction 
of the diffusing capacity despite variable reduction of 
vital capacity and normal or elevated pulmonary arterial 
pressure. 

The most consistent functional abnormality encoun- 
tered in pulmonary fibrosis is reduction of the diffusing 
capacity of the lung.—[Authors’ summary.] 


1438. Méediastinoscopy: a Method for Inspection and 
Tissue Biopsy in the Superior Mediastinum 

E. Cariens. Diseases of the Chest [Dis. Chest] 36, 
343-352, Oct., 1959. 9 figs., 6 refs. 


It is pointed out that in spite of the extensive use in 
cases of bronchial carcinoma of scalene lymph-node 
biopsy and cardioangiography, the condition in 30 to 
45% of patients subjected to thoracotomy proves to be 
inoperable. In many cases this is due to lymph-node 
involvement in the superior mediastinum. The author 
describes a method of determining operability in these 
cases which is “‘ simpler for the patient than thoraco- 
tomy ” and has been used in over 100 cases at Karolinska 
Sjukhuset, Stockholm. Through a short incision in the 
suprasternal notch made under general anaesthesia the 
anterior wall of the trachea is exposed and can be 
followed to the aortic arch by blunt dissection. A speci- 
ally designed instrument, like a child’s oesophagoscope 
with a slit in the side, allows inspection. Lymph nodes 
can be removed or biopsy specimens taken. There were 
no complications in the author’s series and many patients 
were spared thoracotomy. In some cases it was possible 
to diagnose and aspirate a benign cyst and enucleaté 
an ectopic thyroid adenoma. M. Meredith Brown 
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1439. Cycloserine in Treatment of Infection of Urinary 
Tract 
J. M. Murpocu, J. D. SLeicH, and S. C. FRAZER. 
British Medical Journal [Brit. med. J.] 2, 1055-1058, 
Nov. 21, 1959. 3 figs., 11 refs. 


Cycloserine, first isolated in 1954 as a fermentation 
product of Streptomyces orchidaceus, has been used in 
the treatment of tuberculosis, but its toxicity when given 
in large doses for prolonged periods is-a major dis- 
advantage for this purpose. Given in lower dosage for 
short periods, however, it is virtually non-toxic, provided 
renal function is good, and as in these circumstances the 
concentration in urine is much higher than in plasma 
cycloserine has been used to a limited extent, but with 
encouraging results, in cases of infection of the urinary 
tract caused by a variety of organisms. Jn vitro it has 
been found that concentrations sufficient to inhibit the 
growth of some coliform organisms may be obtainable 
in human urine. 

The results of a detailed study of the use of cycloserine 
in a small number of patients with severe infections of 
the urinary tract by coliform organisms are reported here 
from the Royal Infirmary, Edinburgh. Five female 
patients were selected for study, of whom 3 were diabetics 
who had suffered severe and repeated attacks of urinary 
infection due to Escherichia coli. Courses of sulphon- 
amides, chloramphenicol, tetracyclines, and streptomycin 
were practically of no avail. In 2 of these 3 cases biopsy 
had provided histological evidence of pyelonephritis. 
The 2 non-diabetic patients had acute infections, with 
high fever, rigors, dysuria, and oliguria, again due to 
E. coli. Cycloserine in doses of 250 mg. was given by 
mouth every 8 hours for 14 days, with restricted intake of 
fluid. The patients were questioned daily and examina- 
tions were made in respect of subjective improvement and 
objective signs of drug toxity. Urine specimens obtained 
under the most rigorous antiseptic conditions (catheter- 
ization being excluded) were examined frequently and 
the antibiotic sensitivity of the organisms determined. 
Studies of renal function (creatinine clearance test and 
blood urea nitrogen determination) were made before 
and after treatment. 

The results of treatment were dramatic. Within 3 days 
all 5 patients were afebrile and free from all urinary 
symptoms, nocturia having disappeared. Three patients 
had their first nights of uninterrupted sleep for many 
months. Two patients who had had swinging fever, 
Sweating, and prostration became afebrile within 38 
hours, rapidly regaining appetite and a feeling of well- 
being. All the patients have remained completely well 
since stopping treatment, the follow-up periods ranging 
from 2 to 7 months. The diabetics showed a striking 
improvement both in their general health and in the state 
of their diabetes. Mild toxicity, encountered in one 
Patient with impaired renal function, did not interfere 
with treatment. Robert E. Lister 
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1440. Response of Infected Urinary Tract to Bacterial 
Pyrogen 

M. A. Pears and B. J. HouGuton. Lancet [Lancet] 2, 
1167-1172, Dec. 26, 1959. 6 figs., 14 refs. 


Working at the Radcliffe Infirmary, Oxford, and St. 
Mary’s Hospital, London, the authors have investigated 
the possibility that the diagnosis of chronic pyeloneph- 
ritis might be made easier if the infected kidney were 
shown to be sensitive to parenterally administered bac- 
terial products and if evidence of such sensitivity could 
be found in the urine. Observations were made on 17 
patients with pyelonephritis and 3 with non-infective 
renal disease; the control subjects were 6 healthy males. 
The rate of excretion of leucocytes and non-squamous 
epithelial cells was determined in 3 specimens of urine 
taken at half-hourly intervals before and in 4 taken after 
an injection of “* pyrexal” given intravenously in a dose 
of 0-007 yg. per kg. body weight. This substance is a 
purified lipopolysaccharide derived from Salmonella 
abortus equi. It was given either unmodified or in the 
form of “endogenous pyrogen” produced by adding 
the required dose of pyrexal to 100 ml. of the patient’s 
whole heparinized blood, and incubating for 6 hours at 
37° C. before injection. 

After the injection of bacterial pyrogen the cellular 
excretion rate of the control subjects was unchanged, 
but that of the patients was greatly increased within 30 
minutes. This was also.true of 3 patients in whom the 
rate was normal before the injection. In 15 patients 
the average urine flow after injection was compared with 
that before injection, no correlation being found between 
changes in the urine flow and changes in cell excretion 
rate after the injection of pyrogen. Further experiments 
showed that whereas both bacterial and endogenous 
pyrogen produced a rise in temperature, the cellular 
excretion rate was not increased by endogenous pyrogen. 
In the 3 cases of non-infective renal disease the urinary 
cell excretion rate was not increased after the injection 
of pyrogen, although again fever developed in all. It 
would thus appear that in pyelonephritis an increase in 
the urinary cell excretion rate is induced not by fever, 
but by the injection of the bacterial substance. 

The authors conclude from their findings that the 
injection of bacterial pyrogen may constitute a reliable 
means of diagnosing chronic pyelonephritis. 

J. Browne Kutschbach 


1441. The Radioactive Hypaque Renogram: Assessment 
of Renal Function with Automatic External Scintillation 
Detection Equipment. [In English] 
T. DENNEBERG and I. HEDENSKOG. Acta medica Scan- 
dinavica [Acta med. scand.] 165, 61-70, 1959. 17 refs. 
By injecting “‘ hypaque ” (sodium diatrizoate) labelled 
with 131] and measuring the subsequent radioactivity by 
means of a scintillation counter over each kidney the 
authors have obtained useful information about the blood 


ty; 
ide 
ild 
tly 
the 
ce; 
but 
ich 
ary 
the 
ted 
ace 
By 
on, 
unt 
ion 
ila- 
ors’ 
osis 
can 
dis. 
city 
no- 
iled 
tion 
1 of 
yun- 
sing 
and 
36, 
in 
node 
0 to 
o be 
node 
thor 
these 
raco- 
nska 
1 the | 
the 
n be 
cope 
10des 
were 
fients 
ssible 
cleate 
wn 


» 


UROGENITAL SYSTEM 


flow through the individual kidneys and about the 
excretion of urine through the renal pelvis and ureter. 
At the General Hospital, Malmé, Sweden, they have 
performed “ radioactive hypaque renography ” on more 
than 125 patients suffering from various medical and 
surgical disorders of the kidneys and urinary tract, 
administering 0-2 to 8 mg. of radioactive hypaque 
(approximately 25 yc. of 1311) intravenously. In most 
cases the radioactivity measurements continued for 45 
minutes, but in some cases for more than 60 minutes. 
In contrast to renograms obtained in the same way with 
radioactive diodone the shape of the tracing was not 
influenced by radioactivity from the hepatobiliary system. 
There was good correlation between the results 
obtained by radioactive hypaque renography and those 
of various other renal function tests. The authors 
consider the new test to be a valuable addition to the 
existing methods of investigation and suggest that it is 
particularly useful if conventional intravenous urography 
is contraindicated because of azotaemia. However, the 
test is of doubtful value in detecting renal causes of 
hypertension, and it does not reveal small local lesions 
of the kidney. T. B. Begg 


1442. Studies of Poststreptococcal Nephritis and Other 
Glomerular Diseases 

D. P. Earwe and R. B. JeNninGs. Annals of Internal 
Medicine [Ann. intern. Med.| 51, 851-860, Nov., 1959. 
5 figs., 16 refs. 


The results of renal biopsy performed on 32 patients 
with proved post-streptococcal acute glomerulonephritis 
are reported from Northwestern University Medical 
School, Chicago, and the U.S. Naval Hospital, Great 
Lakes, Illinois. In 16 of the patients recovery was com- 
plete, but in the remaining 16 the disease progressed to 
achronic phase. In 13 of the former group the glomeruli 
in the acute phase showed definite hypercellularity 
due chiefly to endothelial cell proliferation; such 
changes were doubtful in a further 2 and absent in 
one. In cases followed by repeated biopsy examination 
this hypercellularity gradually subsided, except in one 
case in which it was still present to some extent 2 years 
after the disappearance of proteinuria. In contrast, in 
13 of the 16 cases which became chronic there were (in 
addition to the hypercellularity) glomerular hyalinization, 
crescents, and lobular necrosis or scarring. In 5 cases 
which subsequently healed similar changes were present 
but were much less marked. Focal fibrosis was more 
common in the cases which became chronic, as also 
was the presence of erythrocyte casts in the tubules. 

In a comparative study a group of patients with mild 
nephritis but no evidence of recent streptococcal infec- 
tion, the nephritis being presumed to be viral in origin, 
were shown to have focal glomerular haemorrhage but 
no hypercellularity. Among 37 patients with chronic 
proteinuria and evidence of diffuse proliferative glo- 
merulonephritis, 29 had a history of streptococcal infec- 
tion before the onset; 9 of this group of patients devel- 
oped the nephrotic syndrome. A further 72 patients 
with chronic proteinuria showed various histological 
changes which, however, were quite different from those 


seen in the chronic diffuse proliferative glomerulo- 
nephritis characteristically associated with haemolytic 
streptococcal infection. It is concluded that the concept 
that all forms of glomerulonephritis represent various 
manifestations of the same disease is untenable. 

C. Bruce Perry 


1443. The Nephrotic Syndrome: Renal Biopsy Findings 
in Adults Responding to Prednisone 

A. R. SHARPE Jr. and A. M. UNGER. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.] 104, 
684-691, Nov., 1959. 8 figs., 11 refs. 


In order to distinguish the pathological lesion in the 
nephrotic syndrome which might be expected to respond 
favourably to prednisone, the authors have studied (at 
Virginia Hospital and McGuire Veterans Hospital, Rich- 
mond, Virginia) the renal biopsy findings during treat- 
ment with this steroid in 8 patients aged 24 to 41 years 
(6 of them male), all of whom showed a typical nephrotic 
syndrome, with oedema of more than 3 months’ duration 
(average 6 months), heavy albuminuria of not less than 
6:2 g. per day, and a low serum albumin level (mean 
1-1 g. per 100 ml.). In addition there were mild hyper- 
tension and haematuria in 7 cases and a raised blood 
urea level at one time in 4. The average initial serum 
cholesterol level was 697 mg. per 100 ml. The nephrosis 
may have been due to gold treatment in one case, and it 
developed late in pregnancy in another. 

Renal biopsy examination revealed varying degrees of. 
thickening of the basement membrane within the glomeru- 
lar tuft. In some cases there was increased cellularity 
and a layer of epithelial cells lining the parietal layer of 
Bowman’s capsule. The tubules were well preserved, 
but some showed granular or lipoid inclusions. Cases 
showing gross destruction of glomeruli or tubules were 
not treated. Prednisone was given in divided doses of 
60 mg. daily until diuresis was complete and urinary pro- 
tein excretion reduced to a minimum, the period required 
for this varying from 16 to 52 days. Sodium intake was 
restricted only if the oedema was increasing rapidly. 
After the initial intensive course of prednisone the 
steroid was given as an interrupted course in a dosage of 
60 mg. daily on the first 3 days of each week, this daily 
dosage being gradually reduced by 5 mg. each month with 
the aim of stopping treatment after one year. In case 
of relapse, with increased oedema or albuminuria, the 
dose of prednisone was at once increased as required to 
stabilize the condition. 

A profuse initial diuresis occurred in all cases. The 
albuminuria disappeared in 3 cases and the oedema in 
all. The serum albumin level rose and the cholesterol 
level fell. One patient relapsed after a month and failed 
to respond to further massive doses of prednisone, dying 
within a year from uraemia; but another patient who 
relapsed responded again to prednisone in a dosage of 
60 mg. daily for 28 days. The other 6 patients have 
remained well on maintenance treatment [over an un- 
specified period], although all but one show albuminuria 
from time to time. In these 6 cases birefringent fat 
bodies in the urine can be consistently detected, but the 
prognostic significance of this finding is not clear. 

David Phear 
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Endocrinology 


1444. Ocular Manifestations of Pituitary Tumor in 
Cushing’s Syndrome 

T. P. Kearns, R. M. SAcassA, J. W. KERNOHAN, and 
C. S. MacCarty. A.M.A. Archives of Ophthalmology 
[A.M.A. Arch. Ophthal.] 62, 242-247, Aug., 1959. 4 
figs., 5 refs. 


In 12 out of 122 patients with adrenal hyperplasia and 
Cushing’s syndrome seen at the Mayo Clinic between 
July, 1945, and January, 1958, there was clinical or histo- 
logical evidence of pituitary tumour. Of these 12 
patients, 6 had ocular abnormalities, including chiasmal 
field defects in 5 and paralysis of the third cranial nerve 
in 4. The incongruous homonymous nature of the field 
defects and the involvement of the third nerve indicated 
parasellar extension of the tumour. The tumours in all 
6 cases were examined histologically and identified as 
chromophobe adenomata. 

The authors’ findings reveal two interesting features— 
namely, that the adenomata are chromophobe and not 
basophil, and that the changes in the visual fields are 
likely to be of an incongruous homonymous nature 
rather than the more usual bitemporal hemianopia 
because they are due to parasellar extension. 

S. J. H. Miller 


1445. Metabolic Changes Resulting from 9° Yt Irradiation 
of the Pituitary in a Patient with Cushing’s Syndrome 

R. V. Brooks, R. R. McSwiney, D. MATTINGLY, and 
F. T. G. Prunty. Journal of Endocrinology [J. Endocr.} 
19, 366-376, 1959. 4 figs., 27 refs. 


Hyperplasia or increased function of the adrenal 
cortex in Cushing’s syndrome is believed to be due to 
increased secretion of corticotrophin by the pituitary. 
In this paper from St. Thomas’s Hospital, London, the 
authors describe the case of a woman aged 48 years with 
a 2-year history of Cushing’s syndrome who had reached 
the menopause. She had hypertension and high levels 
of urinary 17-oxosteroid and 17-oxogenic steroid excre- 
tion, but a low urinary aldosterone level. The patient 
also had a hypokalaemic alkalosis, hyperglycaemia, and 
was in negative nitrogen, phosphorus, and calcium 
balances; even on a high dietary intake of nitrogen this 
balance remained negative. 

The implantation of 9 mc. of radioactive yttrium 
(Yt) in the pituitary fossa produced clinical improve- 
ment and a marked fall in the urinary 17-oxosteroid and 
17-oxogenic steroid excretion within 2 days; the blood 
Sugar level and the blood pressure also fell to normal 
within a few days. However, adrenocortical activity 
declined to below normal levels and replacement therapy 
with cortisone and later prednisone had to be instituted. 
Twelve months after the operation the calcium balance 
had become positive and the nitrogen balance was in 
equilibrium. The hypokalaemic alkalosis had dis- 
appeared and the urinary aldosterone excretion was 
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increased. Continuous treatment with small doses of 
prednisone was necessary for maintenance, however, 
adrenal crisis developing whenever attempts were made 
to withdraw it. P. A. Nasmyth 


1446. Hormone Production of the Isolated Human 
Placenta: Studies on the Role of the Foetus in the Endo- 
crine Functions of the Placenta. [Monograph, in English] 
O. CASSMER. Acta endocrinologica {Acta endocr. (Kbh.)] 
32, Suppl. 45, 1-82, 1959. 10 figs., bibliography. 


1447. The Effect of Human Growth Hormone in Hypo- 
physectomized Human Diabetic Subjects. [In English] 
R. Lurt, D. Ikxos, C. A. GEMZELL, and H. OLIVECRONA. 
Acta endocrinologica [Acta endocr. (Kbh.)| 32, 330-340, 
Nov., 1959. 30 refs. 


It has been known for some years that while growth 
hormone prepared from the pituitary glands of animals 
has a diabetogenic action in animals, it has only a slight 
effect in human beings. In this paper from Karolinska 
Sjukhuset and Serafimerlasarettet, Stockholm, a study is 
reported of the effect of 10 mg. of human growth hor- 
mone prepared by the method of Li and Papkoff (Science, 
1956, 124, 1293) on 3 adequately controlled hypophysec- 
tomized diabetics who had been receiving insulin, corti- 
sone, and thyroid substitution therapy daily. In the 
first patient, a man of 35 years, there was a rise in the | 
blood sugar level with increased ketonuria within 12 
hours of the injection of growth hormone. During the 
second day of administration of the growth hormone 
diabetic acidosis developed and the treatment had to be 
withheld. A marked increase in the blood sugar level 
and in ketonuria occurred in the second patient, a woman 
of 28 years, this lasting for 24 hours. In the third patient, 
a woman of 25 years, similar changes were observed in 
the blood sugar level, but the hormone had little effect on 
nitrogen balance. These findings indicate that growth 
hormone is highly diabetogenic and that it makes subjects 
less responsive to insulin. R. M. Todd 


1448. The Effect of Human Growth Hormone in Man. 
[In English] 

D. Ixxos, R. Lurt, and C. A. GEMZELL. Acta endo- 
crinologica [Acta endocr. (Kbh.)] 32, 341-361, Nov., 1959. 
4 figs., 32 refs. . 


At Karolinska Sjukhuset, Stockholm, human growth 
hormone prepared according to the method of Li and 
Papkoff [see Abstract 1447] was given by intramuscular 
injection in a dosage of 10 mg. daily to 4 adults aged 34, 
44, 45, and 49 years respectively. During the control 
period which preceded the injection the blood levels of 
non-protein nitrogen and protein-bound iodine and the 
urinary excretion of 17-ketosteroids and 17-ketogenic 
steroids were normal in all 3 patients. Injection of 
growth hormone resulted in an increase in body weight, 
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expansion of extracellular fluid, a significant retention of 
nitrogen and potassium, a decrease in creatinuria, in- 
creased ketonuria, and, unexpectedly, an increase in the 
urinary excretion of calcium. After withdrawal of the 
hormone the reverse effects were observed. These find- 
ings indicate that this preparation of growth hormone is 
metabolically active in man. R. M. Todd 


THYROID GLAND 


1449. Sporadic Goitrous Cretinism: Dehalogenase De- 
ficiency in the Thyroid Gland of a Goitrous Cretin and in 
Heterozygous Carriers 

E. M. McGirr, J. H. Hutcuison, and W. E. CLEMENT. 
Lancet [Lancet] 2, 823-826, Nov. 14, 1959. 6 figs., 
11 refs. 


This report from the University and Royal Hospital 
for Sick Children, Glasgow, completes an investigation 
of goitrous cretins, of which various previous reports 
have appeared in the last 6 years; 8 of the patients 
studied were members of a family group of tinkers. 
Earlier studies had suggested that a hormone precursor 
was being released and excreted into the urine. Stan- 
bury et al., working in Leiden, had demonstrated (J. clin. 
Endocr., 1955, 15, 1216) the presence of mono-iodotyro- 
sine (MIT) and di-iodotyrosine (DIT) in the serum of a 
goitrous cretin and had shown that when labelled DIT 
was given intravenously to 3 goitrous cretins over 60°% 
of it was excreted unchanged in the urine. They con- 
cluded that the thyroid gland of these cretins was unable 
to conserve iodotyrosine because of a deficiency of the 
enzyme dehalogenase. 

Genetic studies in the present series have shown that 
the presumed enzyme deficiency was dependent on a 
single autosomal recessive gene producing clinical 
abnormalities only in homozygotes. One of the original 
patients, a girl aged 11 when first seen in 1951, has now 
been investigated in more detail. Treatment with thy- 
roid extract had brought improvement by 1955, but she 
still had a large asymmetrical goitre. In 1958 the goitre 
enlarged, and when thyroidectomy was carried out it 
was possible to make biochemical observations after the 
oral administration of 1 yc. of radioactive iodine (1311) 
given 48 hours before the operation and also to study 
the dehalogenase activity in the gland immediately after 
its removal. Chromatographic analysis of the thyroid 
tissue showed an abnormally high MIT:DIT ratio, 
absence of thyroxine, and a chemically unidentified zone 
of radioactivity previously encountered in other forms 
of goitre. Dehalogenase activity in the thyroid tissue 
was negligible or absent. 

Dehalogenase activity was then further studied in 4 
goitrous cretins and in 4 euthyroid members of the same 
family group and the results compared with those in a 
control group of 13 patients of whom 5 were without 
thyroid disease, 3 had primary myxoedema, and 5 non- 
toxic nodular goitre. An oral dose of 5 to 25 uc. of MIT 
labelled with 131] was administered to these patients and 
their urine collected during two periods thereafter, 
namely, 0 to 2 hours and 2 to 6 hours. A sample from 
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each was examined by ascending chromatography, the 
strip being scanned for radioactivity and the proportion 
present as MIT estimated. In the control patients less 
than 6% of radioactive MIT appeared in the urine in the 
free or conjugated form, whereas in the 4 goitrous cretins 
the findings were strikingly different, 28°% or more of the 
MIT appearing in the urine. In the 4 apparently normal 
euthyroid members of the family intermediate figures 
were found. 

The authors conclude that it is reasonable to assume 
that whereas such patients with goitre and frank hypo- 
thyroidism are homozygous, relatives showing the minor 
biochemical changes described are heterozygous carriers 
of the incompletely recessive gene. Kenneth Stone 


ADRENAL GLANDS 


1450. The Reliability of Some Adrenal Function Tests 
C. L. Cope and E. G. Biacx. British Medical Journal 
[Brit. med. J.] 2, 1117-1122, Nov. 28, 1959. 8 figs., 11 
refs. 


The activity of the adrenal cortex is usually assessed 
by estimating the level of excretion of certain adreno- 
cortical metabolites in the urine, such as 17-ketosteroids 
and 17-ketogenic steroids. Although some useful in- 
formation can be obtained by such estimations performed 
before and after stimulation or inhibition of the adrenal 
gland, the difficulties involved in the separation of these 
metabolites and in the interpretation of the results are 
well known. One of the major products of the adrenal 
cortex is cortisol. The usefulness of estimation of the 
plasma cortisol level was explored by Bayliss (Brit. med. 
J., 1955, 1, 495) but was shown to be unreliable because 
of its natural wide fluctuations and diurnal rhythm. The 
urinary cortisol content, however, can be estimated with 
reasonable accuracy and with no great difficulty by a 
method described by Cope and Hurlock (Clin. Sci., 
1954, 13, 69) and the main cortisol metabolites, tetra- 
hydrocortisone and tetrahydrocortisol, can also be mea- 
sured in the urine, although the latter technique is more 
time-consuming. The value of these tests is assessed in 
this paper from the Postgraduate Medical School of 
London. 

The urinary excretion of various steroids, cortisone, 
cortisol, tetrahydrocortisone, tetrahydrocortisol, 17- 
ketosteroids, and 17-ketogenic steroids was measured in 
12 cases of Cushing’s syndrome. Urinary cortisol was 
found to be far the most sensitive index of adrenal hyper- 
activity. Moreover, inhibition of hyperactivity by ad- 
ministration of a synthetic steroid such as prednisone 
was reflected most markedly in the urinary cortisol level. 
Since normal subjects have been found to show urinary 
cortisol values near the lower limit of detection possible 
by the method, assay of cortisol in the urine is unsatis- 
factory for diagnosis of hypoadrenalism. However, 4 
sensitive measure of this condition is provided by estimat- 
ing urinary tetrahydrocortisol and tetrahydrocortison¢e 
excretion, values as low as 5°% of normal being detectable. 

The cortisol production rate, assessed by the use of 
radioactive cortisol, did not correlate well with steroid 
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excretion, but was reflected more accurately by the 17- 
ketogenic steroid output than that of other urinary 
steroids. The authors conclude that adrenal function 
tests should be specially selected for the problem under 
investigation, 17-ketogenic steroid assay probably being 
the best general test for routine clinical use. 

Nancy Gough 


1451. Clinical and Metabolic Effects of Aldosterone 
An 

J. D. H. SLATER, A. MoxHam, R. Hurter, and J. D. N. 
NABARRO. Lancet [Lancet] 2, 931-934, Nov. 28, 1959. 
5 figs., 22 refs. 


It is now well known that most patients who are 
accumulating oedematous fluid excrete considerable 
amounts of aldosterone in the urine, and the excessive 
production of aldosterone may well be a factor in the 
formation of oedema. A new series of synthetic steroids 
characterized by a spirolactone group on the 17th carbon 
atom of the cyclopentenophenanthrene ring have been 
reported to antagonize the renal effects of aldosterone 
and deoxycortone in the adrenalectomized rat and dog. 

In the present study, carried out at the Middlesex 
Hospital, London, the possibility of reducing oedema by 
inhibiting aldosterone production with one of these 
steroid spirolactones, SC 8109, was investigated in 5 
patients with severe fluid retention. The spirolactone 
was first shown to inhibit the sodium retention and 
potassium loss caused by the administration of aldoster- 
one in 2 adrenalectomized dogs. Of the 5 patients, 2 
with the nephrotic syndrome and one with cirrhosis of 
the liver lost sodium and retained potassium when 
treated with spirolactone. However, 2 patients in car- 
diac failure did not respond well to spirolactone alone, 
but one of them showed a good diuresis when chloro- 
thiazide was combined with the spirolactone. The 
findings of other workers have suggested that the spiro- 
lactones act by antagonizing the peripheral responses to 
aldosterone, but measurement of the aldosterone secre- 
tion rates in 2 of the patients in this study and of the 
urinary pH-1-extractable aldosterone in 2 others did not 
support this suggestion. P. A. Nasmyth 


1452. Abnormal Response of Oedematous Patients to 
Aldosterone or Deoxycortone 

D. H. NELson and J. T. Aucust. Lancet [Lancet] 2, 
883-885, Nov. 21, 1959. 4 figs., 12 refs. 


In this paper from the Peter Bent Brigham Hospital 
(Harvard Medical School), Boston, the authors report in 
some detail the results of administering aldosterone in 
daily doses of 3 to 6 mg. and deoxycortone in daily 
doses of 15 to 30 mg. to 4 oedematous patients whose 
oedema was due to hepatic cirrhosis, congestive cardiac 
failure, nephrosis, and hypoproteinaemia respectively. 
In all 4 cases sodium retention became almost absolute, 
the 24-hour urinary excretion of sodium falling to between 
0-3 and 2-9 mEq., compared with corresponding values 
of 12 and 31 mEq. in 2 normal controls. No effect on 
urinary potassium excretion was noted, although there 
Was increased potassium excretion in the controls. These 
Studies demonstrate the absence of secondary “‘ escape ” 


from the renal sodium-retaining effects of these steroids, 
the completeness of sodium reabsorption, and the failure 
to excrete increased amounts of potassium, thus confirm- 
ing that in oedematous patients the response to aldo- 
sterone is abnormal. H. F. Reichenfeld 


DIABETES MELLITUS 


1453. Remission in Diabetes 
A. Bioom. British Medical Journal [Brit. med. J. 2, 
731-734, Oct. 17, 1959. 1 fig., 6 refs. 


The clinical progress of 550 diabetics referred to the 
diabetic unit at Whittington Hospital, London, between 
1952 and 1957 is described. Initial treatment varied 
according to the type of diabetes present—namely, diet 
alone in the mild obese diabetic, diet and tolbutamide 
by mouth for 6 weeks in those cases in which the diabetes 
could not be controlled by diet alone, and insulin in 
severe cases and those failing to respond to tolbutamide. 

It was found that 184 out of the 550 patients were 
adequately controlled by diet from the start, none having 
a relapse over a period of 1 to 6 years. A group of 78 
patients who failed to respond to dietary measures 
were successfully treated with tolbutamide and main- 
tained on this therapy for 6 weeks. Of these 78, 25 
relapsed with glycosuria after the tablets had been dis- 
continued, relapse occurring as long as 6 months after- 
wards. In 18 patients tolbutamide therapy was resumed, 
the drug proving satisfactory in a maintenance dose of 
1 to 2 g. daily. Ultimately the diabetes was controlled 
by dietary restriction alone after temporary administra- 
tion of insulin or tolbutamide in a further 145 patients. 
In the remaining 221 (40-2°%) insulin or tolbutamide 
was permanently required. The dangers of unnecessary 
insulin therapy are emphasized. I. McLean Baird 


1454. Secondary Failure of Response to Tolbutamide 
Treatment 

D. E. DeLawrter, J. M. Moss, S. Tyroxer, and J. J. 
CANARY. Journal of the American Medical Association 
[J. Amer. med. Ass.] 171, 1786-1792, Nov. 28, 1959. 
8 figs., 8 refs. 


The authors report their experience at Georgetown 
University Hospital, Washington, D.C., in the treatment 
of 200 non-ketotic diabetic patients with tolbutamide. 
The patients were instructed to follow a measured diet, 
and the average maintenance dose of tolbutamide for 
those who obtained a satisfactory response was 1 g. 
daily; however, this dose was raised to 3 g. daily before 
the drug was considered to be ineffective. Patients whose 
fasting blood sugar level was greater than 200 mg. per 
100 ml., with severe glycosuria or diabetic symptoms, 
were regarded as poorly controlled, and if this poor con- 
trol persisted the case was classed as a failure and other 
treatment was given. 

Primary failure to respond to tolbutamide occurred 
in 32 patients. The remaining 168 patients continued to 
take tolbutamide for more than a month. Of the 142 
patients under treatment for one year, 42 (30°) developed 
secondary failure. There were 19 patients who remained 
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successfully under treatment with tolbutamide for 2 
years and 16 who developed secondary failure after 1 to 
2 years’ treatment. Only 12 patients were under treat- 
ment for longer than 2 years, one of these developing 
secondary failure. Many failures occurred during the 
first month of treatment, particularly amongst those with 
poor control, and thereafter the monthly failure rate was 
about 3%. These findings suggest that all patients will 
eventually fail to respond to tolbutamide. Those with 
the best initial response were shown to be likely to have 
the longest period of satisfactory control. 

The subsequent response of patients with secondary 
failure to other forms of treatment was studied. Of the 
35 patients who had previously received insulin, the 
majority showed no significant change in their required 
dosage when insulin was again given. Retrial of tol- 
butamide after a period of insulin therapy was successful 
for 3 months in only 6 of 25 cases and for longer in only 2. 
Beneficial results with chlorpropamide were observed in 
6 of 22 patients with secondary failure to tolbutamide and 
in 3 of 7 patients who had shown a primary failure of 
response. Similarly 2 of 18 patients with secondary and 
2 of 3 with primary failure of response to tolbutamide 
responded to metahexamide. A satisfactory response to 
phenethylbiguanide (DBI) was obtained in 11 out of 20 
patients with secondary and 3 out of 5 with primary 
failure of response to tolbutamide, and a few patients 
showed a better response to a combination of phenethyl- 
biguanide and tolbutamide than to either drug alone. 
The authors point out that a mean monthly secondary 
failure rate of 39% means that half of the patients respond- 
ing initially to tolbutamide will develop secondary failure 
every 2 years. Unresponsiveness to tolbutamide is 
usually permanent, regardless of whether it is primary 
or secondary. The authors believe that the cause of 
secondary failure is probably a manifestation of the pro- 
gressive course of the disease, and there is no experimen- 
tal évidence to show that it is due to pancreatic B-cell 
exhaustion or to the development of antibodies to the 
sulphonylurea drugs. They consider that better results 
might be obtained by a more careful selection of cases, 
and in spite of the poor long-term results of treatment 
with tolbutamide they have seen no harmful effects. It 
remains their policy, therefore, to give sulphonylurea 
drugs initially to all new, non-ketotic, mature diabetics 
who cannot be controlled by dietary restriction alone. 
John Lister 


1455. Optic Neuritis and Uncontrolled Diabetes Mellitus 

in 14 Patients 

P. G. SKILLERN and G. LockuartTIII. Annals of Internal 

— [Ann. intern. Med.} 51, 468-475, Sept., 1959. 
refs. 


The authors report the cases of 14 uncontrolled dia- 
betics who were found to have either optic neuritis or 
optic atrophy. Three patients in this series were 
smokers; 2 smoked 20 cigarettes a day and the third 6 
cigars. Two patients drank alcohol in a moderate 
amount. The ages of the patients ranged from 40 to 69 
years. The chief symptom in all cases was moderate to 
severe loss of vision. The loss was bilateral in 8 patients 
and unilateral in 6 patients, the onset being gradual in 16 


ENDOCRINOLOGY 


eyes and rapid in 6. Papillitis was diagnosed in 7 eyes 
and optic atrophy in 13. Examination of the visual 
fields showed a central scotoma in 7 eyes and peripheral 
contraction in 11. 
improvement in vision after the diabetes mellitus was 
controlled, but further deterioration in visual loss was 
arrested in all but one of the patients followed up after 
diabetic control was instituted. 

Of the patients in this series, 12 were diagnosed as 
having moderate or severe diabetes for the first time 
when they presented themselves with visual symptoms. 
Three patients had peripheral diabetic neuritis, but none 
had diabetic acidosis. The authors suggest that visual 
loss may be caused by the toxic effect of uncontrolled 
diabetes mellitus on the optic nerve in susceptible patients. 

Ellis Samols 


1456. Retinitis Diabetica Proliferans. Report on 100 
Cases. (Retinitis diabetica proliferans. Bericht tiber 
100 Fille) 

F. Fiscuer. Albrecht von Graefes Archiv fiir Ophthal- 
mologie [Albrecht v. Graefes Arch. Ophthal.] 161, 239- 
247, 1959. 29 refs. 


In this paper from the City Hospital, Vienna, 100 
cases of retinitis diabetica proliferans are evaluated in 
respect of sex and age, hereditary influences, time of 
onset of the diabetes, duration of the basic illness, pre- 
sence or absence of hypertension, nephropathy, and 
other angiopathies, control by insulin, and actual fundus 
changes. The data are compared with those of Janert 
from Germany, Root from the U.S.A., and Kornerup 
from. Sweden. The condition is not an independent 
disease entity, but a final development from the more 
common haemorrhagic and exudative forms of retinitis 
as a result of bleeding into the vitreous. The predis- 
posing factor is a specific heredo-familial vascular con- 
stitution. In the author’s series there was no particular 
preference for either sex. The bulk of cases occurred in 
the 6th and 7th decades, though the condition was not 
restricted to any particular age group. The duration of 
the diabetes was most frequently 10 to 20 years, but it is 
noted that if the diabetes started after the 40th year of 


life retinitis proliferans might develop after a much - 


shorter period, thus demonstrating that the duration of 
the metabolic disorder is, as with other complications, not 
necessarily a causal factor. Hypertension was a very 
prominent feature, being an expression of the underlying 
angiopathy. Nephropathy, especially in the form of 
glomerulosclerosis (Kimmelstiel-Wilson), was almost 
specific, particularly in the young diabetic, being present 
in 82 of the author’s cases and in all of the 5 patients 
between 20 and 30. Coronary disease was present in 
49 cases and peripheral vascular disease in 35, leading to 
gangrene in 14 cases, but cerebral vascular disease was 
present in only 8 cases. Though a direct relationship 
between the severity of the metabolic disturbance (as 
indicated by the amount of insulin required for its con- 
trol) and the vascular degeneration could not be proved, 
most patients with retinitis proliferans are so inadequately 
controlled that it is appropriate to sound a stern warning 
as to the vital importance of uninterrupted maximum 
control of the diabetes. L. Wittels 


Only one patient showed significant — 


A 
: 
466 
1457 
E. 
Med 
1959 
expe 
4 rheu 
city 
proc 
both 
and 
and 
30 n 
not 
posi 
eres late 
Vira! 
theu 
sens 
gave 
62% 
A 
4 reac 
31-4 
q 
posi 
tion 
valu 
dise. 
senc 
in 8 
but 
pres 
Ir 
. renc 
bot! 
pres 
but 
cept 
tial] 
1451 
F. 
iy espe 
O 
of 


The Rheumatic Diseases 


1457. The Latex-fixation Reaction in Nonrheumatic 
Diseases 

E. DRESNER and P. Tromsiy. New England Journal of 
Medicine [New Engl. J. Med.| 261, 981-988, Nov. 12, 
1959. 3 figs., 32 refs. 


The paper from the Lemuel Shattuck Hospital and 
Harvard Medical School, Boston, reports the authors’ 
experience in examining sera from 404 cases of non- 
rheumatic disease for the purpose of assessing the specifi- 
city of the agglutinating factor to the rheumatic disease 
process. Agglutination reactions were performed by 
both the coated latex particle agglutination technique 
and the inhibition phenomenon of Ziff. Both whole 
serum and the separated euglobulin fraction were used 
and all sera were treated previously by heat at 56° C. for 
30 minutes. [The titre constituting a positive reaction is 
not specified.} Of 140 normal control subjects, 7 gave 
positive euglobulin inhibition reactions, which however, 
later became negative after the subsidence of mild 
viral infections. Tests on 137 sera from patients with 
rheumatoid arthritis demonstrated the higher degree of 
sensitivity of the euglobulin inhibition procedure, which 
gave a positive reaction in 96°% of cases compared with 
62°% with the standard serum test. 

Among the 404 cases of non-arthritic disease a positive 
reaction to the euglobulin inhibition test was obtained in 
31-4%. Of these, 90°% (28-4°% of the total) fell within 
the three major disease groups which are noted for giving 
positive reactions—chronic hepatic disease, viral infec- 
tions, and syphilis. Figures are given to support the 
value of the test as a measure of activity in hepatocellular 
disease, which is shown to have no relation to the pre- 
sence of jaundice. Agglutinating activity was present 
in 83% of 35 cases of active viral infection, remaining 
positive for 2 to 22 weeks. Of 19 cases of syphilis, 18 
gave a positive reaction in the euglobulin inhibition test, 
but only 2 with whole serum. Agglutinating activity was 
present in only 5 out of 20 cases of hyperglobulinaemia. 

In a lengthy discussion the authors relate the occur- 
rence of positive latex fixation and other reactions in 
both rheumatic and non-rheumatic diseases to the 
presence of factors with common physical properties 
[but not, apparently, with any consideration of the con- 
cept that the agglutination phenomenon might be essen- 
tially due to the absence of an inhibitor substance]. 

Harry Coke 


1458. Gout in the Female. (La gota en la mujer) 

F. and A. RopriGuez Castro. Revista 
espafiola de reumatismo y enfermedades osteoarticulares 
[Rev. esp. Reum.] 8, 75-92, April [received Dec.], 1959. 
4 figs., 14 refs. 


_Of 2,922 patients attending the Rheumatological Ser- 
vice of the Barcelona Faculty of Medicine, 118 had gout, 
of whom 17 were women. Diagnoses were based on the 


clinical picture and history of recurrent acute arthritis; 
serum urate estimations (4:5 to 5 mg. per 100 ml. in 2, 
5 to 6 mg. per 100 ml. in 9, 6 to 7 mg. per 100 ml. in 3, 
and more than 7 mg. per 100 ml. in 2 cases) were regarded 
as providing supporting evidence only. One patient 
had tophi and 2 renal stones, while 6 out of the 9 patients 
whose blood pressure was recorded had hypertension 
(over 150 mm. Hg systolic). [Other details of cardiac 
and renal status are not given.] Two patients also had 
evidence of rheumatoid arthritis, one with a positive 
Rose—Waaler reaction and radiographs showing typical 
erosions. Ten patients were menopausal or post- 
menopausal, 2 had never menstruated, and 5 were 
menstruating regularly; however, of these last, in only 
one did menstruation occur for a normal time and at 
normal intervals. Five of 12 married patients were 
barren. 

The typical female patient with gout was plethoric, 
energetic, and somewhat virilized. The distribution 
and nature of the gouty arthritis did not differ from 
those observed in men. Allan St. J. Dixon 


1459. Pathogenic Staphylococci in a School Population 
Treated with Antibiotics for the Prophylaxis of Rheumatic 
Fever. (Les staphylocoques pathogénes dans une col- 
lectivité d’écoliers, traités aux antibiotiques, en vue de la 
prophylaxie de la maladie rhumatismale) 

C. BaALpovin-AGaAPI, A. BADENSKI, F. MiHALco, M. 
Tonesco, M. Cuiresco, and L. Borsgai. Archives 
roumaines de pathologie expérimentale et de microbiologie 
[Arch. roum. Path. exp. Microbiol.) 18, 435-445, Sept., 
1959 [received Jan., 1960]. 2 figs., 12 refs. 

During an epidemic of streptococcal tonsillitis the 
adolescent pupils of a large school in Bucharest were 
treated either with penicillin or with sulphathiazole for 
one month, largely for the prevention of rheumatic fever. 
Over half the pupils were resident. Throat and nasal 
swabs were taken before, during, and after treatment. 
Pathogenic staphylococci, which were further identified 
by lysotyping, were found in approximately one-fifth of 
the pupils at all stages, being rather more common in 
resident (22%) than in non-resident pupils (15%). 
Nasal carriers were three times commoner than throat 
carriers. 

Chemotherapy led to a progressive increase in the 
proportion of resistant staphylococci, from 6% to 40% 
with penicillin and from 18% to 87% with sulpha- 
thiazole. After the end of the period of treatment 34% 
of the carriers of mostly resistant staphylococci got rid 
of these organisms by their own defences. Phage- 
typing showed most of the staphylococci to belong to 
Group 1, Type 80. The proportion of these increased 
with time and they were most frequently associated with 
a prolonged carrier state, but gave rise to no important 
clinical manifestations. John Lorber 
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THE RHEUMATIC DISEASES 


CHRONIC RHEUMATISM 


1460. The Arthritis of Ulcerative Colitis 

Wricut and G. WarKINSON. Medicine [Medicine 
eo 38, 243-259, Sept., 1959. 12 figs., biblio- 
graphy. 


A consecutive series of 108 unselected patients (66 
female) being treated in the wards or attending the 
follow-up clinic for colitis at the General Infirmary or 
St. James’s Hospital, Leeds, were examined by a gastro- 
enterologist and by a rheumatologist. The clinical 
features and course of both the colitis and the associated 
arthritis, where present, is described in detail. 

In 17 patients (15-7°%) a specific type of arthritis was 
recognized which the authors designate as “ colitic 
arthritis ’’, 32 attacks having occurred in these 17 patients. 
The onset of arthritic symptoms was acute in 9 cases 
and insidious in the remainder. Only one joint was 
affected in 9 patients. The knee was the joint most 
commonly affected initially, but the ankle was involved 
almost as frequently. In about two-thirds of the patients 
the initial attack finished within 6 weeks. In all but 3 
patients a complete remission without residual disability 
occurred. Recurrent attacks most commonly involved 
the knees and the ankles and lasted less than 6 weeks in 
13 (69°) of cases. Recovery and restoration to normal 
function occurred in all patients. The Rose—Waaler 
agglutination test gave negative results in all 17 patients. 
In the majority of the patients with colitic arthritis the 
colitis was chronic. A distinct relationship appeared to 
exist between recurrent exacerbations of the arthritis and 
the clinical activity of the colitis. Thus 27 of the 32 


attacks of arthritis were accompanied by increased bowel 


symptoms, and in 18 attacks the remission of bowel and 
joint symptoms occurred at the same time. The extent 
of the colonic inflammation was related to the frequency 
of ‘joint symptoms. Colitic arthritis was significantly 
more common in patients with certain local complica- 
tions, such as perianal suppuration and pseudopolyposis, 
though not with fistula formation or strictures. Simi- 
larly a clear association appeared to exist between the 
systemic complications of colitis and attacks of arthritis, 
the latter occurring significantly more commonly in 
patients with ulceration of the mouth, skin lesions, and 
uveitis than in those without these complications. In 
the 4 patients in whom colectomy and ileostomy were 
performed, a prompt and prolonged remission of arth- 
ritic symptoms occurred. 

In 2 of the patients with colitis coincident rheumatoid 
arthritis was reported. This arthritis differed clinically 
and radiologically from the colitic arthritis, and the 
Rose—Waaler test gave positive results in both cases. 
The clinical features in a series of 95 patients with un- 
complicated rheumatoid arthritis, in most of whom the 
Rose—Waaler reaction was positive, are listed and com- 
pared with those described in the 17 patients with colitic 
arthritis. Important differences are noted. The colitic 
arthritis was more commonly accompanied by marked 
constitutional disturbances than rheumatoid arthritis 
(53% to 39%), more often initially monarticular (53°% 
to 39%), and much more frequently asymmetrical (65% 


to 5%). The exacerbations were of shorter duration in 
colitic than in rheumatoid arthritis. Complete recovery 
without residual disability was the rule in colitic arthritis 
(82°%), but seldom occurred in rheumatoid arthritis (5°). 
Significant radiological changes developed in the majority 
of joints affected by rheumatoid arthritis, but with colitic 
arthritis only minimal changes occurred, and these in a 
small percentage of patients. Both at the onset and dur- 
ing the course of the disease the joints of the upper limbs 
were affected 3 or 4 times more commonly in rheumatoid 
than in colitic arthritis, whereas arthritis of the knees was 
more common in the latter (82°% to 60°). 

The authors conclude from this comparison and from 
the serological findings that there are no grounds for 
regarding colitic arthritis as a variant of rheumatoid 
arthritis. Little evidence was found in this series of a 
relationship between colitic arthritis and ankylosing 
spondylitis. 

[This paper merits studying in full and in conjunction 
with that of Bywaters and Ansell (Ann. rheum. Dis., 1958, 
77, 169; Abstr. Wld Med., 1959, 25, 331).] 

J. Warwick Buckler 


1461. On the Relationship between Divorce and Rheu- 
matoid Arthritis 

S. Cops, M. MILLER, and M. WIELAND. Arthritis and 
Rheumatism [Arthr. and Rheum.] 2, 414-418, Oct., 1959. 
10 refs. 


In the study here reported from the University of 
Pittsburgh the “ interview index ” for rheumatoid arth- 
ritis (R.A.) was considered to be positive if the interviewed 
subject admitted to ever having had arthritis or rheuma- 
tism, joint swelling, and morning stiffness or aching in the 
joints or muscles. Among a series of 499 persons who 
had filed divorce proceedings in the Courts of Allegheny 
County a positive R.A. index was recorded in 11 men 
and 17 women. The rates of positive R.A. indexes were 
found to be higher than those in men and women (in a 
separate study) who had remained married. First 
marriages had lasted longer among the R.A. subjects 
with a positive index than among those with a negative 
index. These findings were more significant for men 
than for women and in the authors’ opinion support the 
hypothesis that patients with rheumatoid arthritis are 
likely to exert a rigorous control over strong feelings of 
hostility and so delay divorce proceedings. Persons 
with poor education and low incomes showed a higher 
rate of positive R.A. indexes. In addition, some signifi- 
cance is attached to the fact that 59°% of women with a 
negative R.A. index and 82°% of women with a positive 
R.A. index were in employment. A. Garland 


1462. Laboratory Investigations towards the Diagnosis 
of the Difficult and Early Cases of Rheumatoid Arthritis 
H. Coxe. Archives of Interamerican Rheumatology 
[Arch. interamer. Rheum.] 2, 391-402, Sept. [received 
Dec.], 1959. 39 refs. 


A number of tests suitable to routine clinical labora- 
tories are discussed in the light of their application to the 
diagnosis of rheumatoid arthritis in a series of Cases 
attending as ambulant out-patients. 
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The agglutination tests are demonstrated as of the 
most value, the sheep-cell haemagglutination test being 
the most sensitive and advantageous. 84-3°% correct 
results were obtained in a series of 1,000 cases, with 72:4°% 
being positive in 633 cases of clinical rheumatoid arth- 
ritis. Lower levels of positivity were noted in early 
cases and in those in therapeutic remission. Sex differ- 
ences are noted and analyzed towards substantiating a 
degenerative endocrine polyarthritis of the climacteric 
as a syndrome which is not true rheumatoid arthritis. 
An 83% correlation with a latex particle inhibition test 
is recorded. Significant biochemical abnormalities in 
gamma-globulin, alpha-seromucoid trypsin and chymo- 
trypsin inhibitors and in the polarographic Brdicka waves 
are related to their use as additional confirmatory aids 
in the diagnosis of rheumatoid arthritis. 

Discussion as to the necessity for agreement of more 
closely defined sub-groups of the rheumatoid disease 
process and similar but non-rheumatoid syndromes is 
recommended until a more specifically defined aetiology 
is obtainable.-—[Author’s summary.] 


1463. The Mastic Fixation Reaction in Rheumatoid 
Arthritis. A Modified and Simplified Latex Fixation 
Test. (De mastix-fixatiereactie bij reumatoide arthritis. 
Een gewijzigde en vereenvoudigde latex-fixatieproef) 

A. A. Ptr. Nederlands tijdschrift voor geneeskunde 
[Ned. T. Geneesk.] 103, 2310-2314, Nov. 14, 1959. 
10 refs. 


A modification of the latex fixation test for rheumatoid 
arthritis is described in this paper from the University of 
Amsterdam, in which a stable suspension of mastic in 
borate or glycine buffer at pH 8-2 is treated with human 
y globulin and added to varying dilutions of the serum 
to be tested. The degree of agglutination is read after 
22 hours at room temperature, titres of 1:20 or higher 
being regarded as positive. The test was more sensitive 
with glycine than with borate buffer, the former giving 
97 positive results out of 105 sera from patients with 
definite rheumatoid arthritis, the latter 72 out of 103. 
The results of the glycine—mastic test agreed with those of 
the latex fixation test in 209 out of 244 cases (88°%) and 
with the Rose—Waaler test in 72 out of 85 cases (85%). 
A few false positive results were obtained with both 
borate and glycine buffer with sera from patients with 
diseases other than rheumatoid arthritis, the highest 
proportion being in cases of disseminated lupus erythe- 
matosus (8 positive out of 11 sera). There were no posi- 
tive reactions with sera from normal subjects. Tests 
on sera from 34 patients with a high serum y-globulin 
level but without rheumatoid arthritis gave a positive 
reaction in 11 cases. M. Lubran 


1464. Rheumatoid Arthritis and Hereditary Serum 
Groups. (Reumatoide arthritis en erfelijke serum-groepen) 
T. W. M. VAN DE WiEL. Nederlands tijdschrift voor 
geneeskunde [Ned. T. Geneesk.] 103, 2314-2319, Nov. 14, 
1959. 3 figs., 24 refs. 


At the Central Laboratory of the Transfusion Service 
of the Netherlands Red Cross, Amsterdam, sera from 
Patients with rheumatoid arthritis (“‘ rheumatoid ” sera) 


were tested for agglutinating power against human ery- 
throcytes sensitized with the corresponding antiserum. 
Positive agglutination was obtained with some rheu- 
matoid sera against 17 out of 48 human antisera exa- 
mined (anti-D, K, c, A). Of 118 rheumatoid sera, 50 
were negative to the Rose-Waaler test and gave no 
positive agglutination reaction; 68 were Rose—-Waaler 
positive and 33 of these gave positive agglutination 
reactions. The Rose—Waaler reaction became negative 
in these sera after absorption with denatured y globulin 
(that is, by removal of the rheumatoid factor). The Gm 
factor was determined, using D cells sensitized with an 
incomplete anti-D antiserum. It was present in 69 of 
the 118 rheumatoid sera (58-6°%), in 81 (57-8°%) of 140 
sera from close relatives of these patients, and in 296 
(59-29%) of 500 blood donors. These findings suggest 
that the Gm factor is not concerned with the develop- 
ment of the rheumatoid factor in rheumatoid arthritis. 
The Gm factor was present in all of 725 sera from 
natives of New Guinea, suggesting that the distri- 
bution of the Gm gene is related to race rather than 
to disease. 

Rabbit serum inhibited the agglutination by a rheu- 
matoid serum of Group O, Rh-positive, human erythro- 
cytes sensitized with rabbit antiserum, but had little 
inhibitory effect when the cells were sensitized with 
anti-D antiserum. M. Lubran 


1465. Osteoarthritis of the Spine 
A. LicuTtor, P. LyYMBEROPOULOs, and J. LicHTor. 


American Journal of Surgery [Amer. J. Surg.] 98, 683- 
684, Nov., 1959. 3 refs. 


The lumbar spines of 54 subjects at postmortem 
examination were analyzed to determine the relationship 
between the presence of osteophytes on the vertebral 
bodies, thinning of the intervertebral disk and osteo- 
arthritis of the posterior apophyseal joint. The changes 
in each of the three anatomical sites were independent 
of the other two and developed from different causes. 

From this study it is concluded that osteophytes on the 
vertebral bodies are not evidence of spinal arthritis.— 
[Authors’ summary.] 


COLLAGEN DISEASES 


1466. Serum Proteins in Systemic Lupus Erythematosus 
E. G. Rees and M. WiLkinson. British Medical Journal 
[Brit. med. J.] 2, 795-798, Oct. 24, 1959. 3 figs., 14 refs. 


The authors report from St. Bartholomew’s Hospital 
Medical School, London, the result of a study of the 
serum protein pattern in 31 patients with confirmed sys- 
temic lupus erythematosus and in a control group of 12 
healthy young adults by means of paper electrophoresis. 
They found a statistically significant rise in the average 
total protein level and in the y-globulin fraction and a 
fall in the albumin and «2- and f-globulin fractions in the 
18 patients with untreated systemic lupus erythematosus 
who had not persistent proteinuria, the y-globulin level 


‘being notably high in 17 of these patients. The authors 


consider that the diagnosis of systemic lupus erythema- 
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tosus is unlikely if the y-globulin level is normal in the 
absence of a considerable degree of proteinuria. 

In 7 patients with persistent proteinuria the serum 
albumin level was even lower and the increases in the 
levels of the «2- and y-globulin fractions were less marked 
than in the uncomplicated cases. The protein in the 
urine of one patient consisted predominantly of albumin. 
The serum protein pattern slowly returned towards 
normal during steroid therapy. The authors interpret 
the observed rise in the y-globulin fraction as “ the bio- 
chemical expression of a raised antibody level, much of 
which may be auto-antibody”’. The other changes ob- 
served are regarded as non-specific effects of severe 
disease. G. L. Asherson 


1467. The Reaction of the Lupus Erythematosus (L.E.) 
Cell Factor with Deoxyribonucleoprotein of the Cell 
Nucleus 

H. Ho7mMan and H. R. Deicuer. Journal of Clinical 
Investigation [J. clin. Invest.] 38, 2059-2072, Nov., 1959. 
4 figs., 27 refs. 


In this very complicated study of the L.E.-cell factor, 
undertaken at the Rockefeller Institute, New York, in 
an attempt to identify the nuclear component on which 
the factor acts, prepared pellets of nucleoprotein of calf 
thymus gland were found to absorb protein (shown by 
means of fluorescein-labelled antibody to be gamma 
globulin) from L.E. sera, but not from other sera. After 
absorption the L.E. sera lost their ability to induce L.E.- 
cellformation. Digestion of the nucleoprotein—L.E.-cell 
factor complex with deoxyribonuclease released deoxy- 
ribonucleic acid (DNA) and some gamma globulin; 
the latter had no L.E.-cell factor potency, but did fix 
complement with isolated DNA. When the residue 
remaining after digestion was eluted at 56° C. in isotonic 
saline solution more gamma globulin was released and 
this proved to be largely L.E.-cell factor. 

Nucleoprotein from which either DNA or histone had 
been removed showed little capacity to absorb L.E.-cell 
factor, but when the residue from nucleoprotein extracted 
with acid to remove the histone was recombined with 
the extracted histone there was considerable restoration 
of L.E.-cell factor activity. However, combination of 
this same residue with protamine instead of histone 
gave a product without L.E.-cell factor activity. The 
combination between nucleoprotein and L.E.-cell factor 
was inhibited in the presence of histone, protamine, or 
mepacrine. Immunoelectrophoretic studies using L.E.- 
cell factor and antisera against the two main molecular 
constituents of normal gamma globulin (which have 
sedimentation rates of 7S and 19S respectively) showed 
that the L.E.-cell factor reacted with antisera against 
normal human 7S gamma globulin. This antiserum 
abolished the ability of L.E. sera to induce L.E.-cell 
formation. Finally, complete absorption of the L.E.- 
cell factor from a serum by isolated cell nuclei caused 
only a small reduction in the amount of gamma globulin 
present. 

The authors interpret these results as indicating that 
the L.E.-cell factor reacts with deoxyribonucleoprotein 
and that it requires both DNA and histone for the reac- 


tion. This finding, similar to that of other reported 
studies, seems to separate the L.E.-cell factor from the 
factor which reacts with DNA and complement and 
which is found in only a minority of L.E. sera. The 
authors suggest that the L.E.-cell factor is probably only 
one of a number of antinuclear antibodies developed in 
systemic lupus erythematosus. M. Wilkinson 


1468. Hereditary Hypergammaglobulinaemia and Sys- 
temic Lupus Erythematosus. I. Clinical and Electro- 
phoretic Studies. [In English] 

O. LARSSON and T. LEONHARDT. Acta medica Scan- 
dinavica [Acta med. scand.] 165, 371-393, 1959. 4 figs., 
39 refs. 


The authors, working at Hiassleholm and Malmé 
General Hospitals, Sweden, have studied two families 
in which there was a striking incidence of systemic lupus 
erythematosus and hypergammaglobulinaemia. In the 
first family 3 cases of systemic lupus erythematosus and 
one of hypergammaglobulinaemia (serum y-globulin 
level 3-78 g. per 100 ml.) occurred in a sibship of 14, 
while in the second there were 2 cases of systemic lupus 
erythematosus, one of hypergammaglobulinaemia (serum 
y-globulin level 1-70 g. per 100 ml.) in a uniovular twin 
sister of one of these patients, and one of rheumatoid 
arthritis in a sibship of 5; a distant relative of this family 
also suffered from systemic lupus erythematosus. The 
diagnosis of systemic lupus erythematosus was based on 
a strongly suggestive history; in 2 cases L.E. cells could 
not be demonstrated. In regard to serum y-globulin 
level, which was measured by paper electrophoresis, the 
mean value for 70 marriage partners in these families 
was 1-01 g. per 100 ml. (S.D. 0-18). In the first family 
the mean serum y-globulin level for 112 members was 
significantly raised (1-12 g. per 100 ml., S.D. 0-23), this 
rise being most marked in the sibs of the patients with 


systemic lupus erythematosus (1:32 g. per 100 


S.D. 0-16), and present, though less marked, in their 
nephews and nieces (1-14 g. per 100 ml.). It was also 
noted that first, but not second, cousins showed raised 
values; in the second family the increase in serum y- 
globulin levels was less marked. These differences could 
not be attributed to differences in age, sex, or state of 
health between the families and the controls. The other 
serum protein fractions were normal. There was a 
positive correlation between the size of the serum y- 
globulin fraction and the erythrocyte sedimentation rate 
(E.S.R.), though in some subjects with hypergamma- 
globulinaemia the E.S.R. was normal. 

The authors emphasize the significance of the finding 
of 3 cases of systemic lupus erythematosus in a sibship of 
14. Between 1954 and 1958 there were admitted to 
Malmé General Hospital, which serves a population of 
about 210,000, only 30 cases of systemic lupus erythema- 
tosus. In the absence of evidence that systemic lupus 
erythematosus is an infectious disease they consider that 
the “‘ demonstration of familial occurrence argues for 
hereditary factors”’. As hypergammaglobulinaemia 
curred in these same families and was also apparently 
genetically determined it seems probable that a common 
aetiological factor, possibly genetic, underlies both sys- 
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THE RHEUMATIC DISEASES 


temic lupus erythematosus and hypergammaglobu- 
linaemia. The occurrence of rheumatoid arthritis in 
one sib of the second family and of a positive Rose— 
Waaler reaction in the sib with hypergammaglobu- 
linaemia in the first family suggests that rheumatoid 
arthritis is also related to these conditions. The his- 
tories of the identical twins, one having systemic lupus 
erythematosus and the other hypergammaglobulinaemia, 
were compatible with the view that recurrent infections 
and/or drug therapy are important in provoking the 
development of frank systemic lupus erythematosus. 
Relevant findings reported in the literature are cited. 
[The special importance of this and the following paper 
(see Abstract 1469) lies in the evidence put forward which 
suggests that systemic lupus erythematosus, with its 
associated auto-antibody formation, occurs in patients 
who for genetic reasons are good producers of circulating 
antibody.] G. L. Asherson 


1469. Hereditary Hypergammaglobulinaemia and Sys- 
temic Lupus Erythematosus. II. Serological Studies. 
{In English] 

T. LEONHARDT. Acta medica Scandinavica [Acta med. 
scand.] 165, 395-401, 1959. 2 figs., 19 refs. 


The author has investigated the serological reactions 
in some 100 members of a family with a high incidence of 
hypergammaglobulinaemia and in which 3 cases of 
systemic lupus erythematosus had occurred in a sibship 
of 14 [see Abstract 1468]. A control group of about 
30 members was provided by the marriage partners of 
the family. 

A raised anticomplement titre was found in only 2 
subjects—that is, 2 of the 3 patients with systemic lupus 
erythematosus. The Wassermann, Kahn, and Kline 
reactions were negative in all subjects. The rheumatoid 
arthritis serum factor, as determined by the Rose—Waaler 
reaction, was raised in all 3 sibs with systemic lupus 
erythematosus and in a fourth sib with essential hyper- 
gammaglobulinaemia (titre 1:1,024). One relative with 
rheumatoid arthritis had a raised titre (1:64) and 5 others 
(cousins) had borderline values (1:32); however, 3 of 
the controls showed elevated -figures. In tests for the 
rheumatoid factor by its ability to agglutinate cells 
coated with incomplete anti-Rh serum 4 of the relatives 
gave a positive reaction and 6 relatives and one control 
subject a weakly positive reaction. The antistreptolysin 
titre was raised in 2 of the 3 patients with systemic lupus 
erythematosus and in the fourth sib with hypergamma- 
globulinaemia. This titre was shown to be raised more 
often in the sibs (in 4 out of 10) and in nephews and nieces 
(19 out of 31) of the patients than in the controls (12 out 
of 37) and patients’ second cousins (8 out of 24). The 
author attributed this significant difference in part to a 
hereditary tendency to increased antibody production. 
The antistaphylolysin titre was not significantly raised 
in any of the subjects. However, 9 of the 12 sibs tested 


showed isoagglutinin titres greater than 1:16, com- — 


pared with 6 out of 26 of the controls. The first and 
second cousins of the patients with systemic lupus ery- 
thematosus, but not the nephews and nieces, also showed 
Significantly raised isoagglutinin titres. 
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There was no correlation between the serum y-globulin 
level and the antistreptolysin or isoagglutinin titre, nor 
were serum antibody and a-globulin levels related to the 
ABO or Rh blood groups or the Gm serum groups of 
Glubb. The L.E.-cell test was positive in 2 of the 3 
patients with systemic lupus erythematosus, but in none 
of the 21 other members of the family with a raised serum 
y-globulin level. No circulating anticoagulant was 
detected in 11 of these subjects. 

The author considers that the finding of a strongly 
positive Rose—Waaler reaction in the sib with essential 
hypergammaglobulinaemia as well as in the 3 sibs with 
systemic lupus erythematosus confirms the previous con- 
clusion that hypergammaglobulinaemia, rheumatoid 
arthritis, and systemic lupus erythematosus are related 
conditions. G. L. Asherson 


1470. Systemic Lupus Erythematosus: a Review of Cer- 
tain Recent Developments in the Study of this Disease 

H. Hotman. Journal of Pediatrics [J. Pediat.] 56, 109- 
119, Jan., 1960. 2 figs., bibliography. 


1471. The Mechanism of Lidase Action in the Treatment 
of Patients with Scleroderma. (K mexaHusmy 

V. A. RAHMANOV and R. H. HMew’nicku. Becmuux 
Zlepmamoanozuu u Bexepoaoeuu [Vestn. Derm. Vener.] 
33, 3-7, Nov.—Dec., 1959. 3 figs., 9 refs. 


Most authorities consider that in the collagen diseases 
there is a breakdown of the hyaluronidase system, which 
in its turn influences the metabolic processes in the inter- 
cellular connective tissue. There may be splitting of the 
collagen into its components, and on biochemical analysis 
the protein and polysaccharide ingredients of the altered 
collagen of the hyaluronic and chondroitinsulphuric acid 
types can be demonstrated. Hyaluronidase is the specific 
enzyme which depolymerizes these molecular combina- 
tions. A number of single cases of successful treatment 
of scleroderma with hyaluronidase have been described 
in the literature. These descriptions and the authors’ 
own experiments have shown that there is decreased 
tissue permeability in patients with scleroderma and so 
led to the present clinical trial of “‘ lidase”’, a Soviet 
hyaluronidase-like preparation, which was carried out 
on 34 cases. 

After treatment 16 of the cases in which there was 
diffuse scleroderma and sclerodactyly showed a general 
improvement, this including softening of the skin, de- 
pigmentation, disappearance of trophic ulcers, decrease 
in the feeling of cold, and an increased range of move- 
ment in the large joints. Resolution of the sclerodermal 
process was also observed. Lidase had no effect on 
very advanced cases, but improvement was noted in 18 
patients with localized scleroderma. There were no com- 
plications and the only side-effects observed were 
increased urination and 2 cases of mild urticaria. Micro- 
scopical examination after treatment showed that there 
was increased vascular and tissue permeability. 

[The lidase appears to have been given by injection.] 

N. Hopewell 


Physical Medicine 


1472. Treatment of Rheumatoid Arthritis by Local 
Application of Intermittent Pressure. [In English] 

O. LévGREN and S. RAsTGELDI. Acta rheumatologica 
Scandinavica [Acta rheum. scand.] 5, 240-244, 1959. 
3 figs., 19 refs. 


It is pointed out that in rheumatoid arthritis fixation 
of joints merely causes muscular atrophy, while active 
and passive movements, which are desirable, increase 
pain. This pain is caused by unevenly distributed pres- 
sure acting on rheumatoid tissue; if such pressure could 
be evenly distributed there would be less likelihood of 
pain. The authors, at St. Erik’s Hospital, Stockholm, 
have devised special apparatus for applying evenly distri- 
buted intermittent pressure to the hands, legs, and feet. 
It consists of inflatable rubber cushions attached to an 
air compressor which delivers intermittent pressure be- 
tween 0 and 200 or 300 mm. Hg at a frequency of 40 to 
60 beats a minute. Treatment for half an hour causes 
no discomfort. It is claimed that peri- and intra- 
articular oedema in rheumatoid arthritis is reduced and 
that in gouty arthritis uric acid excretion is significantly 
increased by this form of treatment. 

The authors suggest that steroids and salicylates 
modify electrolyte and fluid exchange between the circu- 
lating plasma and interstititial fluid, and that a similar 
effect can be obtained by intermittent pressure therapy 
without the disadvantages associated with the use of 
drugs and hormones. D. Preiskel 


1473. The Correction and Prevention of Deformity in 
Rheumatoid Arthritis: Active Immobilization 

‘M. Ketrty. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 81, 827-831, Nov. 15, 1959. 6 
figs., 14 refs. 


From the Institute of Rheumatology, Melbourne, 
comes this practical article on the prevention of deformity 
of the wrist and knee in patients with rheumatoid arth- 
ritis. The author’s thesis is that if these deformities are 
prevented so that the patient can continue to use his 
hands and to walk he is unlikely to become crippled. 

Arthritis of the wrist may be responsible for swelling 
of the whole hand. The author advises fixing the wrist 
in a plaster cast in the correct position, leaving the thumb 
and fingers free. Relief of pain in the fingers quickly 
follows immobilization of the wrist. After 3 weeks the 
plaster can be removed and thereafter a leather support 
is worn intermittently. To prevent flexion deformity of 
the knee the use of a cylindrical plaster cast or a straight 
calliper with a band at the top instead of a ring is 
advocated. The patient is encouraged to walk with the 
leg straight, and the importance of regular quadriceps 
exercises is stressed. It is suggested that if the knee is 
painful and swollen the appliance should be worn con- 
tinuously for 3 weeks, after which it is left off for lengthen- 
ing periods each day. In the author’s experience im- 
mobilization of the wrist or the knee for 3 weeks seldom 


causes ankylosis provided the cartilage is intact; if the 
cartilage has disappeared “‘ ankylosis is a happy result ”, 
The appliances used are well illustrated. 

Kenneth Stone 


1474. Management of Chronic Lumbosacral Strain 
R. A. BREMNER and M. Simpson. Lancet [Lancet] 2, 
949-950, Nov. 28, 1959. 2 refs. 


In a previous paper (Lancet, 1958, 1, 20) the senior 
author described the short-term results of manipulation 
under anaesthesia as the first step in the management of 
patients with chronic lumbosacral strain. In the present 
paper from the Middlesex Hospital, London, the results 
obtained with physiotherapy in the form of massage 
three times a week, with diathermy if necessary, followed 
by manipulation without anaesthesia and exercises in 
150 consecutive patients are reported. The average age 
of the patients (48 male and 102 female) was 37 years. 
After 4 weeks’ treatment 12 were “cured”, 119 were 
**improved”’, 7 were “unchanged”, and 12 were 
** worse ’’, 82 of the 150 being sufficiently improved to 
be discharged from hospital. 

The authors point out that the results are strikingly 
similar to those obtained in the previous investigation, 
which raises doubts concerning the specificity of either 
form of treatment. It would, however, be difficult to 
devise a .“‘ control”? regimen which would be equally 
convincing to the patient. Physiotherapy takes more 
time of both patients and staff than manipulation under 
anaesthesia; but the latter involves some discomfort 
and slight risk. Long-term relief appears to depend on 
the patient’s ability to “live with his back ”’. 

B. E. W. Mace 


1475. A Method for the Functional Evaluation of Dis- 


J. Soxo.tow, J. E. E. J. TAytor, E. T. ANDERSON, 
and H. A. Rusk. Archives of Physical Medicine and 
Rehabilitation [Arch. phys. Med.) 40, 421-428, Oct., 1959. 
10 refs. 


Working at the Department of Physical Medicine and 
Rehabilitation, New York University, the authors have 
attempted to produce a method of recording objectively 
and in a uniform manner the physical, emotional, social, 
and vocational capacities of disabled persons. The 
form they have produced [which would appear to cover 
all the points and more] is therefore of vast proportions, 
each “‘ master card” being coded for punching in 80 
columns each containing 12 items; in addition a further 
** detail card’ can be drawn up. In a trial of this form 
as a means of classifying the disability in 124 patients 
various examiners checked each others’ assessments; 
agreement between such assessments was shown to be 
good. But the form illustrated in this paper is not the 
final one, the authors considering that several more points 
must still be added. A new form is therefore being 
devised and tested. W. Tegner 


472 


a 147 
Net 
D. 
Net 
195 
the 
affe 
lish 
Uni 
that 
by 
deat 
| and 
cont 
3 
vivo 
Patt 
cent 
@ the 
in 
Bay 
T 
to t 
in tk 
inge 
1477 
q J.D 
391- 
ue ability grap 
Th 
cases 
gemi 
In 1: 
invo] 
the 
more 
tende 
Lis in 7 ¢ 
of th 
sensa 
funct 
=! thous 
of vir 
cator: 
The 
Pathy 
flamn 
2k 

i 


Neurology and Neurosurgery 


1476. Minamata Disease: Late Effects of an Unusual 
Neurological Disorder Caused by Contaminated Fish 

D. McAvprne and A.M.A. Archives of 
Neurology [A.M.A. Arch. Neurol. ] 1, 522-530, Nov., 
1959. 3 figs., 20 refs. 


Minamata is a small industrial town on the coast of 
the most southerly of the three main islands of Japan. 
Between 1953 and 1956 a curious neurological disorder 
affected the members of the local fishing community, 
and in 1957 the results of an investigation were pub- 
lished in Japanese. The present paper from Kumamoto 
University, Kyushu, Japan, summarizes the findings of 
that investigation. A total of 56 persons were affected 
by an illness characterized by the acute or subacute 
onset of numbness and cerebellar signs, together with 
deafness of varying degree, visual disturbances, salivation, 
and dysphagia. The more seriously ill patients showed 
confusion and many of these died, the total number of 
deaths in the series being 21. The majority of the sur- 
vivors were incapacitated in varying degrees. The main 
pathological finding was neuronal degeneration in the 
central nervous system, especially in the granular layer of 
the cerebellum. A similar disease was readily produced 


in cats by feeding them with fish from Minamata- 


Bay. 

The evidence suggested that Minamata disease was due 
to the toxic action of a chemical compound contained 
in the effluent from a nearby fertilizer factory which was 
ingested with the fish. Hugh Garland 


1477. Isolated Trigeminal Ni 

J. D. SprLLANe and C. E. C. WELLS. Brain [Brain] 82, 
391-416, Sept. [received Dec.], 1959. 6 figs., biblio- 
graphy. 

This article from Cardiff Royal Infirmary records the 
cases of 16 patients who presented with isolated tri- 
geminal dysfunction, 2 of them being reported in full. 
In 15 cases only the sensory function of the nerve was 
involved. The onset in 7 cases was with pain; numb- 
Ness and various paraesthesiae were early symptoms in 
the remainder. The second and third divisions were 
more frequently involved than the first, and the course 
tended to be indolent and benign. Taste was disturbed 
in 7 cases, and in one case there was a trophic destruction 
of the nose which was associated with a profound loss of 
Sensation. In one case both the motor and sensory 
functions were impaired; this patient was considered 
to be in a separate category from the others and it was 
thought possible that he was suffering from a disorder 
of viral origin of the type known as monoplegia masti- 
Catoria. 

The differential diagnosis of isolated trigeminal neuro- 
Pathy is discussed at some length. Tumours and in- 
flammation, infiltration, and degeneration of the Gas- 
Serian ganglion have to be excluded. The authors 


make the suggestion that a herpes virus or some 
related strain might have been the causative agent in 
some of their cases. N. S. Alcock 


DIAGNOSTIC METHODS 


1478. The Plantar Reflex in Man, with Special Reference 
to Some Conditions where the Extensor Response is Un- 
expectedly Absent 

W. M. LANnpau and M. H. Crare. Brain [Brain] 82, 
321-355, Sept. [received Dec.], 1959. 20 figs., 37 refs. 


An electromyographic analysis has been made of the 
human flexor and extensor plantar reflexes using normal 
and pathological material. Although the flexor response 
is characterized by some variability of muscle contraction 
patterns, and the extensor, by. hyperexcitability and 
stereotypy, they share the following features in common:- 
specific activation by pain endings and nerve fibres; 
minimal threshold on the lateral planta and side of the 
foot with high effectiveness of temporal and spatial 
summation; and a motor focus of contraction in the 
flexor muscles of the hallux, with associated flexion con- 
tractions at ankle, knee and hip. 

The unique feature of the pathological extensor 
response is the recruitment of extensor hallucis longus into 
contraction with tibialis anticus and extensor digitorum 
longus. It is demonstrated by means of peroneal nerve 
block in cases with extensor reflexes, and by the study of 
cases of acute and chronic paraplegia and of amyotrophic 
lateral sclerosis, that there is an actual mechanical com- 
petition in the extensor response between the hallux 
flexors and extensor hallucis longus. When, for what- 
ever local reason, the latter muscle is weak, the plantar 
reflex may become flexor, rather than simply absent. 

It is concluded that the extensor reflex is not a different 
reaction from the flexor, but rather a hyperactive flexor 
response in which the extensor hallucis longus is included 
by irradiation. 

An incidental finding in the cases of traumatic para- 
plegia is the common occurrence of peroneal and tibial 
nerve lesions with consequent denervation phenomena in 
the affected musculature.—[Authors’ summary.] 


1479. Observations on the Extensor Plantar Reflex and 
Its Relationship to the Functions of the Pyramidal Tract 
R. BRAIN and M. Witkinson. Brain [Brain] 82, 297- 
320, Sept. [received Dec.], 1959. 1 fig., 28 refs. 


At the London Hospital the authors have studied the 
plantar reflex in 35 normal children ranging in age from 
one day to 27 months, using pin-prick, cold, and key-drag 
as stimuli. Light touch was found on the whole to be 
ineffective and was discarded as a stimulus. In children 
up to the age of 8 days the responses obtained were almost 
always extensor and could often be elicited by pin-prick 
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or cold as high as the third thoracic segment, but the 
response was nearly always limited to the side stimulated. 
The greatest activity of the extensor response was seen 
in children between 5 and 20 weeks old, being obtained 
as a bilateral response to all of the three forms of stimulus 
applied to the sole; and it could also be obtained bi- 
laterally as a result of stimulating either thigh. Usually 
a bilateral response could also be obtained from the 
abdomen and upper chest, but it was definitely or 
doubtfully flexor almost as often as it was extensor from 
these levels. 

After the age of 21 weeks the receptive field shrank 
progressively from above downwards: only one child 
over the age of 23 weeks gave any plantar response to a 
stimulus above the third thoracic segment, and after the 
age of 9 months there was usually no response to stimu- 
lation of the thigh. The response to stimulation of the 
sole also altered in character; the extensor response 
became less definite or was replaced by a doubtful or a 
frank flexor response; but even during the second year 
of life the response to a scratch on the sole was not 
always flexor—sometimes it was a weak flexor, some- 
times a weak extensor, and sometimes even a definite 
extensor response. In general, cold ceased to be an 
effective stimulus after the age of 24 weeks. It is sug- 
gested that the shrinkage of the receptive field in infancy 
is related to the centripetal myelination of the pyramidal 
tracts. 

From a comparison of the findings in the normal infant 
with those in 31 children with lesions of the nervous 
system present from birth and in 5 adult patients with 
severe lesions of the spinal cord at the cervical level it is 
concluded that the differences between the pathological 
flexor withdrawal reflex and the normal infantile one are 
at least as great as the resemblances. Differences indi- 
cate that neither pyramidal damage alone nor complete 
division of the spinal cord produces a condition physio- 
logically resembling that found at any stage of normal 
development. 

The authors summarize the remainder of their paper 
as follows. “ The case is reported of a patient with a 
brain-stem lesion in whom for a time an extensor plantar 
response could be evoked by pin-prick applied to any 
part of the body from the lower one-third of the face 
downwards. The crossed extensor plantar reflex, i.e. 
an extensor response as a result of a stimulus applied to 
the opposite sole has been looked for in 97 patients with 
lesions of the brain and spinal cord. It was found most 
frequently (35-2°%) in those with bilateral cerebral lesions 
and least frequently (9-6°%) in those with both cerebral 
and spinal lesions. Extension of the great toe as an 
associated movement has been studied, and it has been 
found that while extension of the great toe may occur in 
normals in association with flexion of the hip and knee it 
occurs more frequently in patients with a pyramidal 
lesion. Some pathological conditions in which in spite 
of pyramidal damage flexor plantar reflexes may occur 
are reviewed. The observations reported in this paper 
are discussed in relation to the functions of the pyramidal 
tract, and it is concluded that the difference between the 
pathological flexion reflex of the lower limb of which the 
extensor plantar reflex is part, the normal flexor plantar 


NEUROLOGY AND NEUROSURGERY 


reflex, and a voluntary movement of flexion, is not a 
difference of kind but of the nature and degree of physio- 
logical organization exhibi N. S. Alcock 


1480. Electroencephalographic Abnormalities in Pre- 
senile Atrophy 

J. M. Swain. Neurology [Neurology (Minneap.)| 9, 
722-727, Nov., 1959. 5 figs., 3 refs. ° 


The electroencephalographic (EEG) findings in 4 
patients suffering from presenile dementia of the Pick 
type and in 10 with Alzheimer’s disease seen at Agnews 
State Hospital, California, are described. In all cases the 
diagnosis was subsequently confirmed histologically. 
The EEG was abnormal in all cases of Alzheimer’s 
disease, the usual finding being an over-all reduction 


in frequency of the dominant rhythms, with paroxysmal | 


slow activity as an additional abnormality in 4 cases 
and focal slow activity in 5. The variability of this focal 
slow activity in a series of tracings obtained from the 


‘same patient excluded the presence of a space-occupying 


lesion, although air encephalography was generally 
necessary before a final diagnosis could be made. In 
Pick’s disease the usual pathological change is one of 
focal or lobar atrophy in contradistinction to the diffuse 
degenerative changes occurring in Alzheimer’s disease, 
but the tracings taken from the patients with Pick’s 
disease in this series failed to show any evidence of focal 
abnormality and were, in fact, much less abnormal 
generally than those from the patients with Alzheimer’s 
disease. 

The author states that a review of serial recordings 
from many patients with presenile atrophy seen in the 
hospital population suggested that the changes in the 
EEG could most clearly be correlated with the rapidity 
of progress of the illness at the time rather than with any 
specific histological change in the brain. 

John N. Walton 


1481. Occipital and Posterior Electroencephalographic 
Rhythms 

R. B. Amp and Y. Gastaut. Electroencephalography 
and Clinical Neurophysiology (Electroenceph. clin. Neuro- 
physiol.] 11, 637-656, Nov., 1959. 8 figs., 45 refs. 


The authors, working at the Hospice de la Timone, 
Marseilles, have studied in detail the incidence, frequency, 
and amplitude of occipital and other posterior slow 
rhythms observed in electroencephalographic (EEG) 
recordings taken from 8,500 individuals. Of these, 500 
were “ normal” controls—young Frenchmen aged 19 
to 22 who had been judged fit for military service. The 
other 8,000 individuals were all ‘‘ abnormal” patients 
who had been referred as suspected cases of epilepsy, 
brain disease, or psychiatric illness. 

Four principal types of abnormal, posteriorly situated, 
slow activity were observed. The first, a slow alpha 
variant rhythm showing a 2:1 frequency relationship 
with the dominant alpha rhythm, was found in 1% of 
the records from the “ abnormal” group and in 0:2% 
of the “normal” records. This rhythm showed no 
clear-cut correlation with any clinical entity, but symp- 
toms of emotional instability were found in over half 


a the 
slow 
basic 

was 
C.p.S. 

They 

occu 

patte 

foun 

ages 

25 ye 

conc! 
to va 

it wa: 

4 in yc 

| slow 

longs 

recor 

histo 

whicl 

varia 
assoc 

foun 

| the f 

activi 

ship 

epile 

1482. 

crani: 

218-! 

angic 

litera 

7 

were 

ater 
anott 

anter 

in th 

founc 

Th 
repre 

but ii 
incid 
popu 
oe lar st 
isa] 
by ar 

and z 

hyper 

wall; 

4 feedir 

| assoc 


NEUROLOGY AND NEUROSURGERY 475 


the patients in this group, and it was concluded that this 
slow alpha variant was a physiological variant of the 
basic cortical rhythm. The second abnormal pattern 
was one of slow and irregular posterior waves at 3 to 4 
c.p.s., and these were asymmetrical in over 50°% of cases. 
They were often polyrhythmic or spiky and of random 
occurrence. Of the “ abnormal” records showing this 
pattern, 85-4°% came from patients aged 6 to 25; it was 
found in 17°% of the ‘* abnormal” subjects between the 
ages of 6 and 25 years, in 9-9°% of those between 16 and 
25 years, and in 10° of the normal ”’ subjects. It was 
concluded that this type of activity was probably related 
to variations in normal maturation and development and 
it was termed “‘slow posterior waves found predominantly 
in youth”. The third type of abnormal activity was a 
slow rhythmical activity at 3 to 4 c.p.s. occurring in pro- 
longed runs; this was found in 1°% of the “ abnormal” 
records and was commonly associated with a previous 
history of severe head injury. This type of activity, 
which must be distinguished from the slow “ alpha 
variant ’’, was termed “slow posterior rhythm commonly 
associated with pathology”. The final abnormality was 
found in 0-5°% of the “‘ abnormal” records and took 
the form of paroxysmal bursts of high-voltage, 3-c.p.s. 
activity. This showed a close clinical and EEG relation- 
ship to petit mal and was considered to be usually an 
epileptic phenomenon. John N. Walton 


BRAIN AND MENINGES 


1482. The Association of Cerebral Angiomas with Intra- 
cranial Aneurysms 

J.S. Boyp-Witson. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.] 22, 
218-223, Aug. [received Oct.], 1959. 4 figs., 17 refs. 


The author reviews 14 cases of associated cerébral 
angioma and intracranial aneurysm recorded in the 
literature and gives details of 3 cases personally encoun- 
tered in one male and 2 female patients, of whom 2 
were aged 49 and one 38. In one case an aneurysm of 
the pericallosal branch of the right anterior cerebral 
artery was associated with a left parietal angioma; in 
another an aneurysm of the fronto-polar branch of the 
anterior cerebral artery lay proximal to an angioma; and 
in the third a small supraclinoid carotid aneurysm was 
found on the same side as a large parietal angioma. 

The nature of the association is discussed. It may 
represent multiple disorders of vascular development, 
but if so patients with angiomata should show a higher 
incidence of aneurysms than an unselected sample of 
population, which is not so. A second possibility is that 
increased blood flow due to the angioma occasions vascu- 
lar stress causing development of the aneurysm. This 
is a likely possibility, but vascular resistance is reduced 
by an angioma, with a resulting increased rate of flow, 
and arterial dilatation is thought to result from vascular 
hypertrophy rather than from stretching of the arterial 
wall; moreover, the aneurysm may not lie on the vessel 
feeding the angioma. The third possibility is that the 
association is coincidental. Aneurysms occur in 5% of 


necropsies and should therefore occur in a similar pro- 
portion of cases of angioma. That they do not so occur 
may be due to the lack of full angiographic investigation 
and inherent faults in this diagnostic method. 

The clinical importance of the association is discussed ; 
rarely, confusing symptoms may arise. More important 
is the difficulty of deciding which of the two lesions has 
bled. It is considered that spasm of the vessel in relation 
with a leaking aneurysm is the best guide. 

J. E. A. O’ Connell 


1483. Ruptured Posterior Fossa Aneurysms and Their 
Surgical Treatment 

H. Dimspace and V. LoGue. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.| 22, 202-217, Aug. [received Oct.], 1959. 
4 figs., 21 refs. 


This paper from the Maida Vale Hospital for Nervous 
Diseases, London, deals with aneurysms of the vertebral 
artery, the basilar artery (proximal to its bifurcation), 
and their branches, a group that is believed to represent 
10% of all intracranial aneurysms. The vertebral artery 
at the origin of the posterior inferior cerebellar artery is 
the most common site of such lesions. The clinical 
features of a series of 12 cases are reviewed. There were 
8 women and 4 men, their ages varying from 35 to 69. 
Weakness of the legs or sudden falling occurred at the 
onset in 5 cases. Headache might be present in mild 
form some days before severe headache occurred. In 
2 patients otitic pain was a feature and one had typical 
trigeminal neuralgia. Disturbance of consciousness 
was common and was frequently brief. Almost half 
the group exhibited convulsive attacks and stertorous 
respiration, frequently with hypersecretion of mucus. 
Recurrent haemorrhage was common, and retinal and 
subhyaloid haemorrhages were seen in one-third of the 
group. Abnormalities of the cranial nerves were 
numerous. Oculomotor signs included constricted pupils 


in 5 cases, wide pupillary dilatation in 2, and inequality in | 


3; mystagmus occurred in 3 cases and ptosis in 3. 
Lesions of the trigeminal and abducens nerves each 
occurred in 2 cases, a contralateral supranuclear facial 
paresis in 4, and disturbance of function of the eighth 
nerve in 6. In the limbs evidence of pyramidal distur- 
bance occurred in all cases, being bilateral in 10. The 
hemipareses were frequently transient and at times 
alternating; in 2 patients the cranial nerve signs were on 
the opposite side to the hemiparesis. 

The pressure at lumbar puncture was frequently not 


- grossly elevated—even in the presence of subhyaloid 


haemorrhage. The electroencephalogram in 3 cases 
showed periodic bursts of frontal and occipital delta 
activity, which are considered to indicate a brain-stem 
lesion. Carotid angiography in 11 cases showed no 
lesion other than ventricular dilatation in 3. Unilateral 
vertebral angiography (as indicated by clinical features) 
revealed the aneurysm in 3 cases, while in 3 others bi- 
lateral angiography was required. Ventriculography 
was required in one case to demonstrate a hydrocephalus 
secondary to subarachnoid haemorrhage... 

In considering the surgical treatment of these lesions 
the authors point out their dangerous character; they 
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bleed repeatedly and may lead to infarction of the pons 
or actual bleeding into the brain stem. Organization of 
blood in the posterior fossa may obstruct the circulation 
of cerebrospinal fluid, and even though hemipareses 
frequently clear up, each recurring haemorrhage leads 
to deterioration in the intellectual and general condition. 
Certain factors should encourage surgical attack—the 
subarachnoid position of the aneurysm, the presence of a 
second vertebra! artery if one requires to be occluded, 
and the fact that the vertebral and basilar arteries are 
readily visualized through the posterior fossa and trans- 
tentorial approaches respectively. Surgical treatment 
was carried out without mortality in 6 cases—a series 
unique in the literature. In 2 occlusion of the neck of 
the sac was effected, in 2 proximal clipping of the verte- 
bral artery was preferred, and in one the sac was excised 
after proximal and distal clipping; in the last case the 
sac was wrapped with crushed muscle. Three patients 
have returned to full activity and the other 3 show only 
minor degrees of disability. It is advised that angio- 
graphy and operation be carried out as soon after the 
haemorrhage as conditions permit. The usual negative 
carotid angiography which leads to subsequent visualiza- 
tion of the vertebral—basilar circulation, however, will 
frequently occasion delay in surgical therapy. The 
average delay between the last subarachnoid haemorrhage 
and surgical treatment was 11 days in the series reported. 

{This paper is a valuable addition to the literature on 
aneurysmal subarachnoid haemorrhage.] 

J. E. A. O'Connell 


1484. Intracavernous Aneurysms of the Internal Carotid 
Artery: Their Clinical Features and Natural History 

S. P. Meapows. A.M.A. Archives of Ophthalmology 
[A.M.A. Arch. Ophthal.] 62, 566-574, Oct., 1959. 10 
figs., 5 refs. 


. Aneurysms arising from the internal carotid artery as 
it traverses the cavernous sinus behave differently from 
aneurysms arising elsewhere in the skull by virtue of their 
position. They tend to come primarily to the attention 
of ophthalmologists on account of ocular features. If 
rupture occurs the cavernous sinus limits the spread of 
the haemorrhage so that the patient develops exophthal- 
mos which may be unilateral or bilateral and is accom- 
panied by a bruit audible over the eye and head. Life 
is preserved at the expense of the eye. Rupture appears 
to occur early in the course of the development of the 
aneurysm, before it has filled up. the cavernous sinus. 
If the aneurysm does not rupture it enlarges fairly quickly 
to involve the whole of the cavernous sinus. Rupture 
is unusual once the aneurysm has filled the sinus. Fur- 
ther expansion may occur in a gradual manner over a 
period of several years. The dura may be stripped up 
in the middle fossa and the aneurysm present as a large 
mass stretching from the superior orbital fissure to the 
petrous portion of the temporal bone. Anterior expan- 
sion erodes the optic foramen and widens the superior 
orbital fissure. 

The author has collected a series of 15 cases of un- 
ruptured intracavernous aneurysm. All except 2 were 
in women, and all except 4 of the patients were over the 
age of 50 at the time of onset of symptoms. The onset 


of symptoms is usually slow and insidious, with occasional 
bursts of activity during which there may be severe pain 
in and around the eye and an increase in ocular palsy, 
which is present in all cases. The sixth nerve is usually 
involved first, being in close relation to the internal caro- 
tid artery. Eventually the third cranial nerve is involved, 
but the pupil remains small, probably on account of 
coincidental involvement of the ocular ‘sympathetic 
fibres surrounding the internal carotid artery. Involve- 
ment of the trigeminal nerve is regarded as one of the 
classic signs of an expanding intracavernous aneurysm. 
The ophthalmic division is particularly vulnerable, but 
all three divisions may be involved, including the motor 
division. Trigeminal sensory loss, however, may be late 
in clinical evolution, and severe sensory loss is unusual. 
Clinical evidence of anterior expansion consists in 
exophthalmos and ipsilateral visual failure due to com- 
pression of the optic nerve in the canal. Either exoph- 
thalmos or visual failure may appear first, but eventually 
both usually appear. Posterior expansion may involve 
the internal auditory meatus and acoustic nerve, giving 
rise to late ipsilateral deafness. The cephalic murmur in 
this type of aneurysm is uncommon, occurring in 2 out 
of the 15 patients. About half of these patients had 
vascular hypertension and this, together with athero- 
sclerosis, was probably one factor in pathogenesis. Of 
the 15 patients, 6 are alive 8 to 11 years after the onset 
of symptoms and 7 have died, most from cardiac failure 
or cerebral vascular accidents. One patient is still alive 
with a hemiplegia following internal carotid ligation. 
One patient was not traced. 

Calcification in the walls of the aneurysm appears 
gradually and probably takes several years to develop. 
It occurred in 8 of the present 15 cases. Erosion of the 
lower and outer rim of the sphenoidal fissure is a common 
feature due to anterior extension of the aneurysmal wall. 
In all but one of the 13 patients who were subjected to 
arteriography the aneurysm filled. Ligation of the 
common carotid artery in the neck was undertaken in 
5 cases without any complication. Provided the patient 
can stand digital compression of the carotid artery for 
10 to 15 minutes this would seem to be the operation of 
choice. It should be seriously considered in patients 
under the age of 60 who have severe pain, failing vision, 
or exophthalmos, but only if the results of cross-flow 
studies are satisfactory. S. J. H. Miller 


1485. Stroke Associated with Elongation and Kinking of 
the Internal Carotid Artery: Report of Three Cases 
Treated by Segmental Resection of the Carotid Artery 
J. K. QUATTLEBAUM Jr., E. T. Upson, and R. L. NEVILLE. 
Annals of Surgery [Ann. Surg.] 150, 824-832, Nov., 1959. 
10 figs., 7 refs. 


Three cases of partial internal carotid artery occlusion 
on the basis of degenerative elongation of the carotid 
system with kinking of the internal carotid are presented. 
One patient was treated by segmental resection of the 
common carotid artery with end-to-end anastomosis 
with a good result. The other 2 patients, because of 
the presence of a partially stenosing atheromatous plaque 
in the carotid bifurcation, were treated by resection of the 


care 
cor 
sym 
case 
in Vv 
mor 
the. 
ill 
disc 
thes 
mar 
148¢€ 
597- 
TI 
| cran 
taine 
suba 
Ane 
pres 
cerel 
the 
or 
reasc 
patie 
arter 
the 
‘ haen 
of re 
15 su 
and 
easy 
aneu: 
certa 
recog 
intra 
1487. 
vascu 
S. N. 
Wric 
Nov. 
Th 
cereb 
Hosp 
Cereb; 
contr; 
conta 
cardi 
; from 
54 cas 
tions 


n 
y 
1, 
yf 
ic 
n. 
ut 
or 
te 
al. 


in 


NEUROLOGY AND NEUROSURGERY 


carotid bifurcation with end-to-end anastomosis of the 
common carotid to the internal carotid artery. A fourth 
case of similar elongation of the carotid artery without 
symptoms from kinking is reported. It is felt that more 
cases will be forthcoming as the result of increasing 
angiographic investigation of the carotid artery currently 
in vogue. Occlusion times of 134 minutes of the com- 
mon carotid artery, and of 84 minutes and 17 minutes cf 
the internal carotid artery were tolerated without serious 
ill effects. Some of the factors relating thereto are 
discussed. Local anesthesia is recommended for pre- 
liminary exploration before proceeding to general anes- 
thesia with hypothermia if necessary.—[Authors’ sum- 
mary.] 


1486. Acrylic Investment of Intracranial Aneurysms 
J. Dutton. British Medical Journal [Brit. med. J.] 2, 
597-602, Oct. 3, 1959. 9 figs., 16 refs. 


The author describes a technique for investing intra- 
cranial aneurysms with acrylic resin and the results ob- 
tained with this method in 17 patients suffering from 
subarachnoid haemorrhage followed up for 3 years. 
Aneurysm of the anterior communicating artery was 
present in 9 of the patients and aneurysm of the middle 
cerebral artery in 8. The patients were selected because 
the conventional methods of clipping the neck of the sac 
or of proximal ligation were contraindicated for various 
reasons. There were 2 deaths in the series, both in 
patients with aneurysms of the anterior communicating 
artery; neither of these deaths could be attributed to 
the procedure, and necropsy revealed no recurrence of 
haemorrhage in the invested aneurysms. No evidence 
of recurrent haemorrhage has been found in any of the 
15 survivors. 

The acrylic resin can easily be rendered free from sepsis 
and is well tolerated by the tissues of the body. It is 
easy to use and can be applied even to ruptured 
aneurysms. The author concludes that the method has 
certain advantages and should take its place among the 
recognized procedures for the surgical treatment of 
intracranial aneurysms. J. B. Stanton 


1487. Problems of Anticoagulant Therapy in Cerebro- 
vascular Disease 

S. N. Grocn, L. J. Hurwitz, E. McDevitt, and I. S. 
WriGcut. Neurology [Neurology (Minneap.)] 9, 786-793, 
Nov., 1959. 1 fig., 17 refs. 


The results of anticoagulant therapy in 108 cases of 
cerebral thrombo-embolism are reported from Bellevue 
Hospital, New York. Group 1 included 61 patients with 
cerebral thrombosis in whom there were no apparent 
contraindications to anticoagulant therapy; Group 2 
contained 47 patients in whom cerebral embolism was 
diagnosed or the stroke accompanied an episode of myo- 
cardial infarction, and anticoagulant therapy was 
regarded as obligatory. The ages of the patients ranged 
from 17 to 86 years, but the majority were over 50. In 
54 cases treatment was discontinued (because of complica- 


tions in 14) and in 48 it was continued on an out-patient 


basis; 6 patients were still in hospital at the time of the 
Teport. There were 18 deaths in the series, 6 in Group 1 
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and 12 in Group 2, death in 2 cases in the latter group 
being due to cerebral haemorrhage which was pre- 
sumably the result of the treatment. Haemorrhagic 
complications occurred in another 14 cases—4 in Group 1 
and 10 in Group 2—and included episodes of intracranial, 
genito-urinary, and gastro-intestinal haemorrhage. It 
was noted that the older the patient the more frequent and 
severe were the complications. However, 3 patients 
had recurrent episodes of infarction after treatment was 
discontinued. 

The authors suggest that only about 33% of patients 
with cerebral infarction prove to be satisfactory subjects 
for long-term administration of anticoagulants. [In this 
paper they do not produce conclusive evidence of their 
efficacy.] They emphasize that there are considerable 
risks involved in the treatment, that complications are 
often unpredictable, and that there must be vigilance 
throughout the period of administration of the drugs. 

John N. Walton 


1488. The Prognosis in Temporal Arteritis 
H. A. Mosuer. A.M.A. Archives of Ophthalmology 
[A.M.A. Arch. Ophthal.] 62, 641-644, Oct., 1959. 13 refs. 


The author has attempted to determine the prognosis 
for life in temporal arteritis and to evaluate the effect of 
steroid therapy in 32 cases seen at the Massachusetts 
Eye and Ear Infirmary and General Hospital, Boston. 
The minimum follow-up period was 15 months, and 10 
patients were followed up for 5 to 12 years. Eleven 
patients became blind in both eyes as a result of the 
disease, 7 became blind in one eye, and 2 had moderately 
damaged vision in both eyes. Transient paresis of 
extraocular muscles occurred in 2 cases and altitudinal 
field defects in 3. There were no eye symptoms in 12 
cases. Eleven patients died, 3 of cerebral vascular 
accidents, 7 of heart disease, and one from pulmonary 
embolism, all unrelated to the temporal arteritis. Steroid 
therapy i in this series was effective in relieving pain and 
in some cases miginetiete to lessen visual damage. 

S. J. H. Miller 


1489. The Electroencephalogram in Parkinson’s Syn- 
drome 

A. C. ENGLAND, R. S. ScHwas, and E. PETERSON. 
Electroencephalography and Clinical Neurophysiology 
[Electroenceph. clin. Neurophysiol.) 11, 723-731, Nov., 
1959. 4 figs., 13 refs. 


The authors, working at the Massachusetts General 
Hospital and Harvard Medical School, Boston, have 
studied the electroencephalographic (EEG) findings in 
75 cases of the Parkinson syndrome. Contrary to views 
previously expressed that the EEG is usually normal in 
patients suffering from this condition, they discovered 
that the record was abnormal in 39 of the 75 patients. 
The abnormalities took the form of diffuse slow activity 
of either theta or delta frequency, usually confined to 
the posterior portion of the head; this slow activity was 
mostly symmetrical, but occasionally it was dominant 
on one side of the head or even restricted to one side. 
The abnormality was severe in 6 cases, moderate in 14, 
and mild in 16. There was no apparent correlation 
between the severity of the EEG abnormality on the one 
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hand and the clinical variety of the disease (“* idiopathic ”’, 
post-encephalitic, or arteriosclerotic) on the other. 
Changes in the EEG were, however, most striking in 
patients in whom akinesia was a prominent clinical 
manifestation, and in these cases the results of stereotactic 
operations upon the basal ganglia were usually poor. 
The EEG changes were not significantly influenced by 
drug therapy. In those patients who underwent surgical 
treatment a permanent slow-wave focus was usually 
present on the side of the head upon which the destructive 
lesion had been produced in the basal ganglia. 
John N. Walton 


1490. A Restricted Form of Cerebellar Cortical Degen- 
eration Occurring in Alcoholic Patients 

M. Victor, R. D. ApAms, and E.L. MANCALL. A.M.A. 
Archives of Neurology [|A.M.A. Arch. Neurol.] 1, 579- 
688, Dec., 1959. 29 figs., bibliography. 


EPILEPSY 


1491. Pulmonary Changes in Hydantoin Therapy 

_M. T. Moore. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass. 171, 1328-1333, Nov. 7, 1959. 
8 figs., 18 refs. 


The pulmonary changes observed radiologically in a 
patient receiving a hydantoin derivative for epilepsy are 
described in this paper from the University of Pennsyl- 
vania, Philadelphia. An allergic rash and abdominal 
pain developed in a female, aged 42, who had been taking 
methoin for 4 years. When “dilatin” (diphenyl- 
hydantoin) was substituted for methoin the rash and pain 
cleared up, but neurological disorders developed. The 
patient was then given smaller doses of methoin with a 
barbiturate and remained free from seizures. Subse- 
quently she complained of pains in the chest, and on 
x-ray examination mottling of the lung fields suggesting 
a pneumonitis or probably an allergy was observed. 
There was no evidence of tuberculosis or neoplasm. A 
group of 31 patients chosen at random from those 
receiving a hydantoin derivative were subjected to x-ray 
examination of the chest. Pulmonary changes were 
present in 27, being severe in 16 and moderate to mild 
in 11. Hyperplasia of the gums, which was present in 
14 of the 31 patients, was moderate to severe in 6 and 
mild in 8. Pulmonary involvement appeared to be 
worse in patients showing the least change in the gums 
and vice versa. V. J. Woolley- 


1492. Hereditary Aspects of Epilepsy 

V. Eisner, L. L. PAu, and S. Livincston. Bulletin of 
the Johns Hopkins Hospital [Bull. Johns Hopk. Hosp:| 
105, 245-271, Nov., 1959. 15 refs. 


A group of 669 epileptic patients, most of witht 
were attending the seizure clinics of the Johns Hopkins 
Hospital, Baltimore, and 470 control patients who were 
attending other chronic disease clinics were interviewed 


by one of the authors. If the patient was a child a 


responsible adult member of the child’s family was seen. 
It is believed that 80°% of epileptics attending during a 
2-year period were successfully interviewed. There was 
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no conscious selection of controls until the end of the 
study, when 50 children were deliberately included to 
give a control group more similar in age to the epileptic 
group than would otherwise have been achieved. At the 
interviews information was obtained about 3,362 close 
relatives of the epileptics and 2,858 close relatives of the 
controls. A close relative was defined as a parent, sib, 
maternal half-sib, or child of an epileptic or control. 

The authors detail their diagnostic classification and 
criteria and it should be noted that diagnoses in affected 
relatives were generally made by the interviewer from 
the best description given at interview. Some checks 
were possible with hospital records, but the authors feel 
that some misclassification may have occurred in dis- 
tinguishing between febrile convulsions and epilepsy in 
infants and between idiopathic and organic major motor 
epilepsy. A preliminary examination of the control 
data revealed no significant differences (P<0-05) in the 
proportions of relatives with convulsions between the 
control groups drawn from different clinics. The authors 
estimated the prevalence of epilepsy in the relatives of 
controls to vary between 2-18 and 3-42% and they noted 
that differences in the rate were associated with differ- 
ences in the ages of the control subjects and their rela- 
tives. Comparisons between the relatives of controls 
and those of epileptic patients were therefore made in 
terms of percentages of relatives with convulsions (all 
types or major motor only) adjusted for differences in 
distribution by relationship and age between the com- 
pared groups. 

The main result of these comparisons, which were 
made for a variety of subgroups of the data, was that it 
was found that among the relatives of patients with idio- 
pathic major motor epilepsy there was a significantly 
(P<0-0005) higher proportion with major motor con- 
vulsions than among the relatives of the controls. (The 
adjusted percentages were 5-26 for relatives of epileptics 
and 1-75 for relatives of controls.) This difference 
appeared to be influenced by the age of onset of the 
epilepsy. Thus when the age of onset was 0-3, 4-9, 
10-15 and 16+-years the adjusted percentages of those 
affected among relatives of epileptics (with those among 
relatives of controls in brackets) were 8-29 (2-17), 4-26 
(1-76), 5-75 (1-74), and 3-36 (1-56) respectively. A number 
of other factors, such as sex, economic status, and occu- 
pation, were considered and the data are set out in detail; 
none appeared to show an association with the familial 
incidence of major motor convulsions. The authors 
conclude that “a small but significant familial aggrega- 
tion of idiopathic major motor epilepsy was demon- 
strated. This aggregation appeared to vary with the age 
of onset of the proband’s epilepsy, and was highest when 
the proband’s epilepsy started between the ages of 0 and 
34 years, and 94 and 154 years. No familial aggregation 
could be demonstrated when the age of onset was over 
154 years, nor in other types of epilepsy.” 

Further consideration of the data was mainly limited 
to 273 patients with idiopathic major motor epilepsy 
and their relatives. The onset of epilepsy in 247 of 
these was under the age of 16 years, and only 4 of theif 
88 children had major motor seizures. In addition most 
of the patients had unaffected parents so that the trans 
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mission of epilepsy by a fully penetrant single dominant 
gene was ruled out. Moreover, the data did not support 
a hypothesis of hereditary transmission by a single fully 
penetrant recessive gene, so that if inheritance plays a 
part in the aetiology of epilepsy, the mode of transmission 
must be more complex than either of those tested. The 
273 families were subdivided according to a variety of 
factors relating to the perinatal state of the epileptic 
index patient. No association was found between the 
proportion of close relatives with major motor convul- 
sions on the one hand and the gestation period, type of 
delivery, type of anaesthesia, length of labour, presence 
of cyanosis, and the number of previous miscarriages 
experienced by the mother on the other. Of the 247 
epileptics with onset under the age of 16, 21 had one or 
more of a residual group of perinatal abnormalities 
(foetal distress, difficult labour, signs of foetal injury, 
maternal toxaemia, or hypertension). This small group 
had 104 relatives, of whom 15-35% had major motor 
convulsions compared with only 5-45°% of the 1,081 
relatives of the other 226 epileptics. 

The authors therefore do not rule out either inheritance 
or a familial aggregation of birth injury as factors result- 
ing in familial aggregation of idiopathic major motor 
epilepsy. They suggest that a prospective study is 
required to elucidate this and meanwhile they present 
tables showing probabilities of risk for close relatives 
and sibs of epileptic patients by age of relative and age 
of onset of epilepsy in the index patient. 

E. A. Cheeseman 


SPINAL CORD 


1493. Disk Hernia with Lumbo-sacral Pain. (La forme 
lombosacralgique de la hernie discale) 
A. SICARD and B. LAurRENT. Semaine des hépitaux de 


Paris [Sem. Hép. Paris] 67, 490-494, Oct. 18, 1959. 
6 figs. 


The authors state that there are two recognized clinical 
stages of lumbar and lumbo-sacral disk prolapse, that of 
lumbo-sacral pain due to distension of the annular liga- 
ment and that of sciatica due to prolapse of disk tissue 
and pressure on nerve roots. The two stages of the 
disease are often separated by months or years. They 
consider, however, that a third clinical syndrome can be 
recognized in which disk prolapse takes place, but 
because it is in the midline or by reason of some ana- 
tomical variation it does not involve a root. In these 
cases the pain remains confined to the lumbo-sacral 
region. 

They here report a series of 26 such cases seen at the 
H6pital Beaujon, Clichy. 
females, with an average age of 37 years. In 18 cases 
there was a clear history of trauma. The length of 
history varied from a few months to 20 years and was 
usually punctuated by remissions, either spontaneous or 
Telated to various forms of conservative therapy. The 
pain was lumbar or lumbo-sacral, usually near the mid- 
line but worse on one side; it was persistent and marked 
by exacerbations lasting several days. It was aggra- 
vated by trunk movement, especially flexion, and by 


There were 20 males and 6 ~ 


coughing and sneezing. Examination sometimes showed 
an abnormal spinal posture with paravertebral muscle 
spasm, but movement of the spine, apart from some 
limitation of flexion, was usually normal. The most 
constant feature was a positive Laségue’s sign on one or 
both sides. A clinical diagnosis could be made on the 
basis of a history of trauma, the intractable nature of the 
pain, and the positive Laségue’s sign. Plain radiology 
usually gave negative results and the diagnosis had to be 
confirmed by myelography. By this means the disk 
prolapse was usually demonstrated in the lateral and 
sometimes also in the antero-posterior view. Oblique 
views were seldom helpful as the root sheath obstruction 
demonstrated by this view was not seen in these cases. 
The site of the prolapse was L 4—5 in 23 cases and L 5-S 1 
in 3. It was in the midline in 3 cases, paramedian in 
20, and laterally placed in 3. 

Treatment consisted in removal of the prolapsed tissue 
and curettage of the space. The follow-up period 
varied from 6 months (3 cases) to more than 3 years (6). 
Altogether 14 patients (53-8°%) were relieved of all pain, 
9 (34-6°%) greatly improved, 2 (7-6°%) slightly improved, 
and one (3-8%) unchanged. The best results were 
obtained when the disk prolapse was large and seques- 
trated, while the poorest results were all in patients 
over 40. When considerable vertebral arthrosis was 
present bone-graft arthrodesis was indicated, and this 
was carried out on 4 patients. 

The authors conclude that persistent lumbo-sacral pain 
is an indication for myelography. Brodie Hughes 
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1494. The Disturbance of the Metabolism of Keto-bodies 
in Multiple Sclerosis 

I. HuszAK and —.Szécuenyi. Brain [Brain] 82, 
Sept. [received Dec.], 1959. 4 figs., 22 refs. 


The authors report from the Institute for Brain 


‘Research, University of Szeged, Hungary, some anomalous 


features of glucose metabolism observed in patients with 
disseminated (multiple) sclerosis (D.S.). They first 
showed that the fasting blood glucose and pyruvate 
levels in 152 patients with D.S. were not significantly 
different from those in 114 control patients without this 
disease. Because of the well-recognized difficulty of 
assessing the state of activity of the disease the authors 
have adopted the method of placing a standard load on 
the patients’ metabolism in the form of fever produced 
by the intramuscular injection of sterile milk. During 
this artificial fever patients with D.S. showed a mean 
increase in the blood pyruvate concentration of 0-21 mg. 
per 100 ml., whereas in the controls there was a mean 
decrease of 0:22 mg. per 100 ml.; also patients with D.S. 
in the active phase showed a greater change than those in 
the stationary phase. 

The rate of disappearance of an increased blood pyru- 
vate concentration produced by muscular work or by 
intravenous injection of sodium pyruvate did not differ 
from that in controls, nor as between febrile and afebrile 
patients with the disease. Furthermore, in view of the 
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known effect of a pH shift towards alkaline in increasing | 
pyruvate and lactate production in brain slices in vitro, 
the effect of an intravenous infusion of sodium bicarbon- 
ate was investigated. This procedure produced the 
expected increase in pyruvate and lactate levels in the 
blood of both the controls and the patients with D.S. 
The addition of an oral loading dose of glucose raised 
the blood pyruvate and lactate levels further, this being 
more marked in the patients than in the controls. 
Analogous observations were made on the blood citrate 
levels. 

From these observations the authors conclude that 
some defect of carbohydrate metabolism exists in patients 
with disseminated sclerosis, but that this is revealed 
only by putting the system under strain by inducing 
artificial fever. The subject is being further investi- 
gated. J. B. Cavanagh 


1495. Serum Lipids in Multiple Sclerosis 

N. K. FREEMAN and B. V. SieGeLt. American Journal 
of the Medical Sciences [Amer. J. med. Sci.| 238, 727-732, 
Dec., 1959. 1 fig., 16 refs. 


Blood sera from 43 multiple sclerosis patients have 
been analyzed for total lipids, total cholesterol, total 
phospholipids, and total esterified fatty acids by an infra- 
red spectrophotometric method. Corresponding mea- 
surements havé been made for 37 healthy individuals. 
These two sets of data have been compared with each 
other and with other earlier results of other investiga- 
tors. When an age-matched selection of the data is 
made, none of the averages for measured serum lipid 
components in multiple sclerosis patients is significantly 
different from the corresponding average for healthy 
persons. While there are some conflicting conclusions 
in the literature with regard to possible serum lipid 
abnormalities in multiple sclerosis, our findings are in 
agreement with the majority of recent evidence on this 
point.—[Authors’ summary.] 


1496. Pregnancy as a Factor Influencing Relapse in Dis-- 
seminated Sclerosis 

J. H. D. Mizar, R. S. ALLISON, E. A. CHEESEMAN, and 
J. D. Merretr. Brain [Brain] 82, 417-426, Sept. 
[received Dec.], 1959. 10 refs. 


In a study carried out at the Queen’s University and 
Royal Victoria Hospital, Belfast, the authors have 
examined the question of whether pregnancy influences 
the course of disseminated sclerosis, basing their con- 
clusions on an examination of the records of an earlier 
survey of the disease in Northern Ireland. While agree- 
ing that a prospective study would have been more 
satisfactory, they suggest that the tendencies revealed by 
the present retrospective study have nevertheless impor- 
tant clinical implications. Their present material con- 
sisted of 262 cases of the disorder occurring in 111 single 
and 151 married women. The total relapse rate per woman 
per year was identical for the two groups (0-104), but 
the relapse rate per pregnancy year (that is, 9 months of 
pregnancy plus 3 post-partum months) was 0-265, a differ- 
ence that is statistically significant. It is also significant 
that of the 45 relapses associated with the pregnancy year 
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only 6 occurred during the 9 months of the pregnancy, 
the other 39 occurring in the 3 puerperal months—a result 
almost the exact reverse of that expected in a chance 
distribution (P<0-01). Further analysis of the data 
showed that in all 262 women the relapse rate was 
highest during the first 5 years following the onset of the 
disease regardless of the age at which it began. It was 
therefore necessary in order to counteract this tendency 
to compare the observed and expected relapse rates 
during the pregnancy years. This correction showed that 
the observed relapse rate during pregnancy years was in 
fact considerably greater than that expected (45 observed 
relapses, 18-25 expected), whereas during other years it 
was rather lower than the expected rate (74 observed, 
101-47 expected). 

The authors then examine several possible explana- 
tions for this observed association. They exclude (1) the 
likelihood of this association being due to pregnancies 
occurring during the normally high relapse rate years, 
and (2) that relapses which occurred during the actual 
years of pregnancy were better remembered by the 
mothers; they also exclude the possibility that mothers 
would tend to associate relapses that appeared some- 
where about the time of the pregnancy or the puerperium 
more closely in time than in fact was the case. They 
favour the view that pregnancy and the puerperium in 
some way bring about an “ anticipation” of relapses 
that would otherwise have occurred at some time later 
in the disease. The observation that the majority of 
relapses occurred during the puerperium and not during 
the pregnancy months suggests to them that the stresses 
of this period probably play an important role in initiating 
them. That pregnant women with disseminated sclerosis 
should receive every care during the post-partum period 
in order to relieve them of some of the stresses and 
work of this period is the obvious [and important 
practical] conclusion. J. B. Cavanagh 


1497. Is Multiple Sclerosis Caused by Spirochaeta 
myelophthora (Steiner)? 

H. B. Harpina, N. B. Dosin, L. J. Pottock, and D. 
Ruce. Proceedings of the Society for Experimental 


Biology and Medicine Proc. Soc. exp. Biol. (N.Y.)] 102,. 


217-220, Oct., 1959. 5 refs. 


Yet another unsuccessful attempt is reported here 
from the Northwestern University Medical School, 
Chicago, to seek confirmation of Ichelsen’s claim to be 
able to isolate a Borrelia-like spirochaete from the 
cerebrospinal fluid (C.S.F.) of 78% of patients with 
multiple (disseminated) sclerosis. Ichelsen’s original 
method was followed, so far as this was possible, but 
additional attention was paid to avoiding possible con- 
tamination of the cultures with normal oral spirochaetes. 
C.S.F. from 28 well-attested cases of disseminated 
sclerosis was cultured in this way over long periods, and 
a search was made in the manner employed by Ichelsen 
for living spirochaetes. None were found in any 
instance. The authors consider that the possibility, as 
judged by the x? test, that this difference from Ichelsen’s 
results could have occurred by chance is less than one in 
1,000. J. B. Cavanagh 
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1498. Stress Reactivity in Relation to Delinquent and 
Psychopathic Behaviour 

J. E. Tonc. Journal of Mental Science [J. ment. Sci.] 
105, 935-956, Oct., 1959 [received Jan., 1960]. 4 figs., 
bibliography. 

This study, which was based on the assumption “ that 
anxiety, or stress reactivity, is an important factor in 
delinquent instability’, was carried out at Rampton 
Hospital, near Retford, Notts, a State institution for 
mental defectives ‘‘ of dangerous or violent propensi- 
ties”. The majority of the 300 patients included in the 
study had an I1.Q. between 75 and 85 and could be 
described as psychopaths. Psychotics and those with 
clear signs of brain damage were excluded. Four 
psycho-physiological measures were applied: (1) the 
verbal report of pain (V.R.P.), in which the level of 
intensivity in volts at which a heat stimulus began to be 
subjectively painful was recorded; (2) the conditioned 
galvanic skin response (G.S.R.) to an audible click that 
had been associated with a stressful stimulus consisting 
of a brush across the eyelid with a piece of cotton wool; 
(3) a learning score and a regressive-responses score 
obtained from a frustrating task situation in which the 
subjects were confronted with an insoluble problem; 
and (4) the skin temperature response to the frustrating 
task and to ordinary learning tasks. These tests showed 
that the patients differed significantly in their reactions 
from a normal group composed of hospital staff. Their 
autonomic reactivity displayed greater variability, there 
being a high incidence of both slight and of extreme 
reactions. 

The hypothesis is advanced that stable individuals 
react moderately to stress or frustration and learn from 
them, whereas the unstable person either avoids the 
stimulus and fails to react or else is too highly reactive 
and hence disruptive. To test this the patients were 
classified independently by the nursing staff into stable 
and unstable groups. These groupings were shown to 
be significantly correlated with the stress reaction mea- 
sures. For example, the G.S.R. conditioning scores of 
the unstable group showed a marked bimodal distribu- 
tion, with a high incidence of high and low scores. The 
V.R.P. scores similarly showed a significant contrast 
between the two groups of patients in respect of the 
relative proportions of moderate and extreme scores. 
The measures also differentiated between classes of 
Offenders. Thus the G.S.R. conditioning score for 21 
patients who had committed indecent assault was under 
7 in 11 cases and over 7 in 10, whereas in 22 who had 
committed larceny only it was under 7 in all. The 
tendency to low reactivity among the “larceny only ” 
group was also confirmed by the V.R.P. scores and by 
the regression and learning scores obtained from the 
frustrating-task test. 

The demonstration of two forms of instability, corre- 
sponding to high and low stress reactivity, is in line 


with Eysenck’s theory and with the distinctions made 
between “ primary and neurotic sociopathy ” by Lykken 
(J. abnorm. soc. Psychol., 1957, 55, 6). If low reactivity 
corresponds to a social habit of avoidance of learning, 
this would explain the finding that low conditioning 
scores and slight stress reactivity are associated with a 
poor response to treatment. D. J. West 


1499. Criminological and Psychopathological Study of 
Prisoners Condemned to Death or to Hard Labour for 
Life in Japan. (Etude criminologique et psychopatho- 
logique de condamnés a mort ou aux travaux forcés 4 
perpétuité au Japon) 

S. Annales médico-psychologiques [Ann. méd.- 
psychol.] 2, 377-450, Oct., 1959. 45 refs. 


In this paper from the University of Tokyo three 
groups of prisoners are compared: (1) 44 condemned 
to death; (2) 51 serving sentences of hard labour for 
life; and (3) 50 charged with crimes punishable by 
sentence of death or life imprisonment. The inclusion 
of the first group was made possible by the fact that in 
Japan periods of months or years may elapse between 
sentence of death and execution. The majority of those 
studied had spent over 6 months awaiting execution. 

The grosser and more acute psychiatric reactions were 
found most frequently in Group 3 and to a slightly lesser 
extent in Group 1. States of violent excitement or of 
stupor were observed, in which the individual might lose 
contact with his surroundings. There were also instances 
of violent mood swings and of depression or euphoria. 
Psychoneurotic reactions were most frequent in Group 2, 
and these were characterized by such symptoms as 
insomnia, peculiar headaches, and tired feelings. In 
Group 3 some persons showed apparent unconcern and 
blunting of affect. Some cases of definite paranoid 
delusions, especially delusions of persecution by various 
authorities, were encountered in Groups 1 and 3. 

No significant difference was detectable between the 
three groups in respect of the social background and 
personal antecedents of the prisoners, so that their differ- 
ing reactions in prison would seem to be the outcome of 
the environmental situation. Uncertainty about their 
future, provoking considerable tension and mental 
activity, was the probable cause of the more frequent 
acute reactions in Groups 1 and3. It was considered that 
the affective and paranoid reactions found in these two 
groups were automatic, instinctive responses, whereas 
the psychoneurotic reactions included an element of 
conscious simulation. Studies of the prisoners’ attitudes 
and general comportment suggested that those in Groups 
1 and 3 tended to over-sensitiveness or undue expansive- 
ness inappropriate to their situation, whereas those in 
Group 2 contained a higher proportion of apparently 
disinterested, apathetic individuals. 

tive character.] D. J. West 
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1500. Studies on the Sedation Threshold. A. Repro- 
ducibility and Effect of Drugs. B. Sedation Threshold in 
Neurotic and Psychotic Depression 

K. NYMGAARD. A.M.A. Archives of General Psychiatry 
[A.M.A, Arch. gen. Psychiat.] 1, 530-536, Nov., 1959. 
3 figs., 10 refs. 


The purpose of this investigation, reported from the 
Psychiatric Hospital (Aarhus University), Risskov, Den- 
mark, was to examine the test-retest reliability of the 
sedation threshold and the effects of various drugs 
upon it and to compare the sedation thresholds of groups 
of depressed patients. Shagass (Electroenceph. clin. 
Neurophysiol., 1954, 6, 221; Abstr. Wild Med., 1954, 16, 
500) developed the concept of the sedation threshold as 
an objective index of tension or anxiety based on the 
electroencephalographic (EEG) and behavioural response 
to an intravenous injection of “* sodium amytal ” (amylo- 
barbitone sodium). In the present paper Shagass’s 
method of determining the sedation threshold was 
modified. Thiopentone was used as the sedative, and 
slurring of speech was not used as a clinical criterion 
for the sedation threshold, the EEG criteria used being 
clearly defined. The sedation threshold was determined 
by this method 189 times in 100 patients. 

First, 9 patients were examined on 4 consecutive days, 
but no day-to-day variation in the sedation threshold 
was found. The effect of drugs (chlorpromazine 
and barbiturates) was studied in 23 cases, but only 
minor alterations in the threshold were found. It was, 
however, considered that drugs should not be given for 
10 days before the determination of the threshold. The 
sedation thresholds of two groups of depressed patients 
were then determined. There were 68 patients in all, 
44 of whom were considered on clinical grounds to be 
suffering from “ psychotic”? and 24 from “ neurotic ” 
depression. While there was considerable overlapping 
of the results, statistical examination showed a significant 
difference between the mean sedation thresholds of the 
two groups (t=4-73, P<0-001). In the individual 
patient, however, it is possible to conclude only that a 
very low sedation threshold will probably indicate the 
presence of a “‘ psychotic” depression. The mean seda- 
tion threshold for the “ psychotic” group was 2:23 
mg. per kg. body weight compared with 3-39 mg. per 
kg. for the “ neurotic” group. B. M. Davies 


1501. Trifluoperazine (Stelazine) in Psychoneuroses: a 
Clinical Assessment 

A. R. May, J. S. Wuirecey, and B. G. GRADWELL. 
Journal of Mental Science [{J. ment. Sci.] 105, 1059-1063, 
Oct., 1959 [received Jan., 1960]. 3 refs. 


The value of trifluoperazine (“‘ stelazine ”’), a derivative 
of phenothiazine, was assessed clinically in the treatment 
of psychoneuroses in 44 out-patients attending the 
psychiatric clinic of Westminster Hospital, London, who 
were selected for the trial from among those displaying 
tension, irrespective of the diagnosis. Patients were 
allotted at random to receive initially the drug (2 mg. 
3 times a day) or a placebo, and took each of these con- 
secutively for a 4-week period, all other drugs being 
stopped during this time. Ratings made on a clinical 


basis by physicians and by the patient and relatives were 
correlated with those made on relevant sections of the 
Wittenborne Scale, the criterion of improvement in the 
29 patients completing the trial being limited to those 
showing a positive response both clinically and by the 
rating scale. By this standard 18 out of the 29 were 
improved. 

The authors conclude that trifluoperazine is a useful 
addition to the therapy of psychoneuroses, especially 
in cases in which phobic symptoms are prominent. 

J. MacD. Holmes 


1502. A Study of Congenital Heart Defects in Mongol- 
ism 

M. C. Liu and K. Cortett. Archives of Disease in 
Childhood {Arch. Dis. Childh.] 34, 410-419, Oct., 1959. 
20 refs. 


The authors describe the nature of the congenital 
defects of the heart found in two series of mongol chil- 
dren seen over the 14-year period 1944—58 at the Fountain 
Hospital, London. The first series included 44 patients 
who came to necropsy at the hospital (mean age 3-3 years), 
of whom 16 were found to have congenital cardiac defects, 
while the second consisted of 122 patients living in the 
hospital (mean age 10 years), in 11 of whom congenital 
cardiac defects were discovered; 9 of these cases were 
fully investigated cardiologically at St. George’s Hospital, 
London. In the 27 cases thus revealed there was a total 
of 42 congenital defects of the heart, these being distri- 
buted as follows: ventricular septal defect, 10 cases 
(24°%%); atrial septal defect, 8 (19°%); patent ductus 
arteriosus, 7 (17°), other less common defects being 
anomalies of the great vessels (4 cases), pulmonary 
stenosis (3), atrioventricularis communis (3), 2 cases 
each of Fallot’s tetralogy, valvular anomalies, and 
Eisenmenger’s complex, and one case of idiopathic 
pulmonary hypertension. 

The authors also compared the course of the preg- 
nancy and family history in the mothers of mongols with 
and without cardiac defects. They found a significantly 
higher incidence of maternal illness early in the preg- 
nancy in the group with heart defects, and also that this 
group had a statistically significant higher mean birth 
weight. No significant difference was found in the 
parenteral age at conception in respect of the two groups, 
nor in the I.Qs of the children with and without con- 
genital cardiac defects. C. O. Carter 


1503. Clinical Syndromes in Depressive States 

M. HamiLTon and J. M. Wuite. Journal of Mental 
Science [J. ment. Sci.] 105, 985-993, Oct., 1959 [received 
Jan., 1960]. 


Depressive states have for long been classified by 
various dichotomies into “‘ reactive versus endogenous ” 
(the latter usually considered to correspond with manic- 
depressive depression), “‘ agitated versus retarded”, and 
‘neurotic versus psychotic”. The authors consider the 
last of these is pointless, and also remark that the 
reactive-endogenous dichotomy is an aetiological one, 
whereas the agitated—retarded division is a symptomato- 
logical one. This paper is concerned with the use of 4 
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rating scale for depressive states described by Hamilton 
(J. Neurol. Neurosurg. Psychiat., 1960, 23, 56). 

At Stanley Royal Hospital, Wakefield, in 64 male 
patients suffering from depression this symptom was 
classified, on aetiological grounds only, into four types: 
(1) endogenous, (2) doubtful endogenous, (3) doubtful 
reactive, and (4) reactive depression. It was found that 
the means for the four groups of patients so divided 
differed significantly in regard to the score on the first 
factor of the rating scale, and also in the total score. It 
is considered that this demonstrated that endogenous 
depression is more severe than reactive depression and 
that Hamilton’s first factor, which appeared to be a 
measure of retarded depression, is also a measure of 
endogenous depression. The four groups differed signifi- 
cantly in their scores on certain symptoms characteristic 
of retarded depression, thus confirming that endogenous 
depression is of the retarded type. 

The findings suggest that endogenous depression not 
only differs quantitatively from other types of depression, 
but that such patients constitute a different population, 
although the figures on which this finding is based did 
not reach the accepted standard of statistical significance. 
Finally a group of 8 patients with obviously psychopathic 
personalities were compared with the remainder of 
the patients. It was found that the former had a 
significantly higher score in respect of the fourth factor 
of the rating scale, confirming that this factor was related 
to abnormal personality and measured ‘‘ some sort of 
‘psychopathic depression’”. A number of case his- 
tories illustrative of the aetiological classification are 
presented in two appendices. 

[The text should be consulted for an explanation of 
the factors used in this statistical study.] 

J. MacD. Holmes 
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1504. Stress as a Factor in Disease 
P. A. B. RAFFie. Lancet [Lancet] 2, 839-843, Nov. 14, 
1959. 3 figs., 13 refs. 


The epidemiological evidence for stress as a factor 
in disease is examined in this paper from the Medical 
Department, London Transport Executive. It is pointed 
out that consideration of stress presents two main diffi- 
culties—namely, those of measurement and definition; 
for the purposes of this paper stress is taken to mean 
“external psychological stimuli due to occupation tend- 
ing to produce disturbance in the organism”. The data 
used are the mortality from coronary heart disease in 
London bus drivers and male conductors and in other 
occupational groups and the sickness-absence experience 
of four groups of London Transport employees, with 
special reference to functional nervous disorders and 
diseases of the stomach and duodenum. 

Morris et al. (Lancet, 1953, 2, 1053 and 1111; Abstr. 
Wld Med., 1954, 15, 313) showed that conductors have 
less coronary heart disease than drivers and that the 
disease appeared in the former at a later age and in a less 
Severe form than in the latter. Three possible explana- 
tions of these findings were suggested: (1) that the greater 


physical activity of conductors was protective; (2) that 
there were constitutional differences between the two 
groups; (3) that the mental stresses in the two occupa- 
tions were sufficiently different to explain the lower 
incidence in conductors. After surveying the evidence 
for each of these, the present author concludes that there 
is no epidemiological evidence yet that stress is a factor 
in coronary heart disease. 

Sickness-absence statistics for four occupational 
groups in London Transport suggested that if stress was 
a very important factor in common diseases then bus 
conducting was more “stressful” than bus driving, 
driving a train or being a guard on the Underground, or 
working in a light-engineering factory. Data for func- 
tional nervous disorders (Codes 300-318 of the Inter- 
national Classification) showed that apart from a rise in 
the incidence of such disorders in older conductors there 
was little or no general difference in the rates among the 
other groups. No evidence that shift work had any 
effect on the incidence of functional nervous disorders 
was found. The sickness-absence rate for diseases of 
the stomach and duodenum (Codes 540-545 and 784) 
was three to four times that for functional nervous dis- 
orders. There was no difference between train drivers, 
guards, or workshop staff in the incidence of gastric 
disorders, but there was a steady rise with age, and 
except at older ages there was little difference between 
drivers and conductors. The author states that if stress 
is responsible it is difficult to explain why the difference 
nearly disappeared in men at middle age to reappear at 
older ages. 

It is concluded that if stress plays any part at all in 
disease it is a minor one, and that two factors may 
explain why the epidemiological evidence does not sup- 
port the clinical impression of occupational stress leading 
to mental or physical illness: (1) clinicians generally 
only see those who have broken down under stress and 
until stress can be measured directly it will not be known 
whether clinical impressions are correct or “ a fashion ” ; 
and (2) the effect of selection on the composition of 
occupational groups. F. E. Kenyon 


1505. Personality Features of Patients with Primary 
Glaucoma 

A. S. BERGER and C. N. Zimet. Psychosomatic Medicine 
[Psychosom. Med.] 21, 389-396, Sept.—Oct. [received 
Dec.], 1959. 11 refs. 


The results of an investigation of the role of emotional 
factors in glaucoma are reported from Yale University 
School of Medicine. At an ophthalmological clinic 19 
patients with comparatively severe glaucoma were com- 
pared with 16 patients suffering from non-glaucomatous 
eye disease; the groups were matched for age, sex, race, 
socio-economic class, chronicity of eye disease, and degree 
of visual impairment. In all cases a personal and family 
medical history was obtained and supplementary informa- 
tion was gained from relevant social agencies. In addi- 
tion a relatively unstructured psychiatric interview was 


‘conducted with each patient. (The results of the psycho- 


logical tests which were administered to the patients will 
be published separately.) 


| 


It was found that diabetes mellitus occurred more 
frequently and bronchial asthma less frequently among 
the patients with glaucoma and their families than 
among the controls. These findings are held to indicate 
that specific organ vulnerability rather than a general 
proclivity to psychosomatic disorder is of critical import- 
ance in determining this type of illness. The psychiatric 
interviews disclosed no significant difference between the 
experimental and control groups; both sets of patients 
reported exacerbations of eye symptoms in connexion 
with emotionally disturbing events. No evidence of a 
specific “‘ glaucoma personality’ was discovered. The 
attitude of the glaucomatous patient towards his disease 
was influenced more by the degree of visual impairment 
than by the actual diagnosis. A. Balfour Sclare 


1506. Psychosomatic Aspects of Cancer 

G. M. Perrin and I. R. Pierce. Psychosomatic Medi- 
cine (Psychosom. Med.) 21, 397-421, Sept.—Oct. [received 
Dec.], 1959. Bibliography. 


A critical appraisal of the literature concerning the 
emotions in relation to malignant disease is presented 
from the McLean Hospital, Waverley, Massachusetts. 
The review deals with a large volume of relevant publica- 
tions during the present century. 

Several studies of cancer in mental hospital patients 
have been carried out, and there is some evidence of a 
greater death rate from cancer in such patients than in 
the normal population. The statistical treatment of 
the data, however, has usually been inadequate and more 
rigorous investigations in this area are accordingly 
required. Emotional reactions to the actual presence of 
cancer have also been the subject of a number of investi- 
gations; amongst these depression and a sense of guilt 
have been outstanding. 

The personality patterns of patients with cancer have 
béen studied by many workers, but the experimental 
design has often been crude. Grief, disappointment, 
and despair have been implicated by some workers as 
aetiological determinants, while others have reported a 
specific type of emotional immaturity in such patients. 
Some authors have investigated the relationship between 
emotional factors and the growth rate of malignant 
tumours; there is equivocal evidence that the rate is 
slower in less inhibited persons. 

Future research in this field should pay attention to 
the selection of homogeneous groups of patients, the 
setting up of carefully matched control groups, the use 
of standardized measuring instruments, the precise 
operational definition of psychological’ terms, and the 
appropriate application of statistical methods. Pres- 
ent-day investigations tend to be lacking in one or other 
of these desiderata. A. Balfour Sclare 


1507. Bowel Obstruction: a Case Presentation - 

J. Weiss. Psychosomatic Medicine [Psychosom. 
21, 422-424, Sept.—Oct. [received Dec.], 1959. 

The case is described of a patient with intestinal ob- 
struction in which a psychological factor played a part, 
the patient receiving psychotherapy both before and after 
the event. The patient was an overt homosexual male 
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in the fourth decade of life, who was treated by psycho- 
therapy for a year on account of depressive symptoms, 
Some months after the termination of therapy the 
psychiatrist received an emergency call from a physician 
when the patient developed obstruction of the bowel. 
An operation 10 days earlier had disclosed adhesions 
which were of doubtful significance. A further opera- 
tion was being considered because the patient had 
remained constipated ever since the first procedure. An 
emergency interview with the psychiatrist at this juncture 
resulted in the patient having a bowel movement 15 
minutes later. A Harris tube was then inserted per 
rectum and the patient would not subsequently allow its 
removal. A recommendation by the psychiatrist to 
permit the patient to decide when the tube was to be 
removed resulted only in further panic on the patient’s 
part. It was only when the physician consciously 
assumed a masterful attitude and removed the tube 
that a good recovery resulted. It is inferred that the 
entire episode was related to marked regression on the 
patient’s part. His fear of assuming a responsible role 
was evidently intensified by the conflicting viewpoints 
he could detect in the surgeon, physician, and psychia- 
trist. 

[The immediate life-situation associated with the bowel 
obstruction itself is not discussed in detail.] 

A. Balfour Sclare 
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1508. An Experimental Study of Schizophrenic Thought 
Disorder 


R. W. Payne, P. MATTUSSEK, and E. I. Georce. Journal 
of Mental Science [J. ment. Sci.] 105, 627-652, July 
[received Nov.], 1959. Bibliography. 


A review of the literature suggests that there is no 
conclusive evidence in support of the theory that schizo- 
phrenics are abnormally “ concrete”. On the other hand, 
a number of studies have clearly supported Cameron’s 
theory that schizophrenics are “ over-inclusive”. No 
study appears to have been carried out to determine 
what the result would be if measures of “ concreteness ” 
and “ over-inclusion ’’ were given to the same schizo- 
phrenic group. The present study investigated this. 

The theory of “‘ over-inclusion”’ was reformulated, 
and a number of predictions were made from it. A 
large battery of tests was given to 16 neurotics and 18 
schizophrenics matched for age, educational attainment, 
Mill Hill Vocabulary score, Progressive Matrices score 
and Nufferno “‘ Level” score. The group contained no 
chronic schizophrenic patients. Three Nufferno intel- 
lectual speed tests (Al, A2, and B1) were given under 
various conditions. Measures of “ speed-level”’ dis- 
crepancy, “stress gain” and “ persistence” were also 
obtained. Only two measures differentiated the groups 
significantly at the 5°% level, and it was concluded that 
intellectual slowness is not an important aspect of 
schizophrenic thought disorder. It was hypothesized 
that intellectual slowness is a by-product of “ over- 
inclusive” thinking in schizophrenics. Four of the 
Babcock psychomotor speed tests failed to differentiate 
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the groups significantly. It was concluded that motor 
retardation is not an important characteristic of the 
present schizophrenic group. 

The following measures of “ concreteness” were 
given: the Goldstein Scheerer Colour-Form Test, the 
Goldstein Scheerer Object Sorting Test, Benjamin’s 
Proverbs Test, and a test of concept formation modified 
from Feldman and Drasgow’s test. Of 5 measures of 
“ concreteness” used, only one (based on the Object 
Sorting Test) differentiated the groups significantly. It 
was concluded that this result was due to the heterogene- 
ous nature of the material, which favoured the produc- 
tion of unusual, “‘ over-inclusive”’ responses, some of 
which are labelled ‘‘ concrete ’”’ when Goldstein’s criteria 
are applied. 

“* Over-inclusion ’’ measures were obtained from the 
following tests: the Benjamin Proverbs, the Goldstein 
Sheerer Object Sorting Test, a specially designed “* Object 
Classification Test’, the Epstein test for “* over-inclu- 
sion”’, and the Leiter—Parting Pathways Test. Of 13 
different “* over-inclusion ” scores used, 7 differentiated 
at well beyond the 1°% level of significance. Only 4 
scores failed to achieve significance, but these produced 
differences in the predicted direction. It was concluded 
that these results support the theory that “‘ over-inclu- 
sion” is a fundamental aspect of schizophrenic thought 
disorder. There was no evidence that “ over-inclusive ” 
thinking significantly affects performance on the Wechsler 
Picture-arrangement Subtest, although this has been 
thought likely. There was no evidence that “ over- 
inclusion ”’, which could produce a defect in “‘ set ”, can 
account for slowness of simple reaction time in 
schizophrenia. Indeed the present group of schizo- 
phrenics surprisingly were significantly faster and less 
variable than the neurotics in reaction time. 

An experiment with the Klein and Krech “ Figural 
After-effect ” Test produced slight evidence (significant 
at the 5°% level) that schizophrenics show less “ satia- 
tion” effect. This was related to the theory of “* over- 
inclusion ’’ although the results were not thought to be 
unambiguous.—[Authors’ summary.] 


1509. Effects of 5-Hydroxytryptophan on Schizophrenia 
J. C. BRENGELMANN, C. M. B. Pare, and M. SANDLER. 


Journal of Mental Science [J. ment. Sci.] 105, 770-776, 
July [received Nov.], 1959. 1 fig., 12 refs. 


Lysergic acid diethylamide (LSD-25) antagonizes some 
peripheral actions of 5-hydroxytryptamine (5-HT). The 
Suggestion that its central antagonism of 5-HT might 
account for the psychological effects of LSD was sup- 
Ported by the authors’ earlier finding (J. ment. Sci., 1958, 
104, 1237) that increasing the concentration of 5-HT in 
the brain by giving its precursor 5-hydroxytryptophan 
(S-HTP) reduced the effects of LSD in normal subjects. 
Some of these effects resemble those seen in schizophrenia, 
which Woolley and Shaw (Brit. med. J., 1954, 2, 122) 
Suggested might be caused by a natural LSD-like sub- 
Stance. If so, such patients should also be relieved by 
S-HTP. This hypothesis was tested in the investigation 
Teported in the present paper from the Maudsley and 
Royal Free Hospitals, London. 


Eleven schizophrenic patients aged 18 to 65 years, in 
an acute phase and not receiving drugs, were assessed 
psychologically before and 2 hours after an intravenous 
injection of 25 mg. of 5-HTP or placebo. This procedure 
was repeated the next day, drug and placebo being alter- 
nated and the order of administration being determined 
at random and according to a blind procedure. The 
psychological tests used—the Perceptual Reaction, 
After-image Duration, Rotation Error, Positive or Sub- 
jective Recognition, and Size Variability Tests—have 
been described by Brengelmann (J. ment. Sci., 1958, 104, 
1226). The first four tests discriminate along a normal-— 
neurotic-schizophrenic continuum and the fifth reflects 
the influence of 5-HTP on LSD effects. Neuroticism, 
extraversion, and rigidity were assessed by questionary. 
The rigidity measure has been shown to co-vary with 
schizophrenia when correlated with objective test scores; 
it is also known that schizophrenics and rigid subjects 
score lowest on learning and perceptual tests. If 5-HTP 
benefited schizophrenics it was predicted that (a) there 
would be specific changes in psychological test scores 
and (6) highly rigid schizophrenics would benefit less 
than those low in rigidity. 

The results contradicted the first and principal hypo- 
thesis, though not to a significant extent. They did 
show a significant interaction (5°% level, 2-tail test) 
between rigidity and effect of 5-HTP on performance; 
however, this was in the negative direction of the pre- 
diction—that is, high rigidity and 5-HTP were associ- 
ated with a deterioration of performance, whereas less 
rigid patients seemed little affected by the drug. Finally, 
a previous suggestion that those schizophrenics charac- 
terized by low urinary excretion of 5-hydroxyindoleacetic 
acid benefit from 5-HTP was not confirmed in 6 of the 
11 patients tested; nor was there any test relationship 
with the urinary indole chromatogram patterns. 

Alan A. Black 


1510. Some Family Operations and Schizophrenia: a 
Study of Five Hospitalized Faniilies Each with a Schizo- 
phrenic Member 

W. M. Bropey. A.M.A. Archives of General Psychiatry 
[A.M.A. Arch. gen. Psychiat.] 1, 379-402, Oct., 1959. 
18 refs. 


In this paper from the National Institute of Mental 
Health and Bethesda Hospital, Maryland, the author 
discusses some impressions formed during a unique . 
project in which five families, each including a young 
adult schizophrenic sibling, volunteered to live in hos- 
pital for periods of more than 6 months. The observa- 
tions are used to illustrate the author’s concept of 
“circular causality”—that is, “what is produced by 
the cause simultaneously affects the causal force ”’. 

From a wealth of detail the following aspects, among 
others, of the behaviour of the families of schizophrenics 
were noted. Conflicts, quarrels, and emotional scenes 
occurred frequently between the families and members of 
the staff. Group meetings with all the members of the 
family present were tense, reality was lost sight of, and 
actual physical violence occurred. It appeared more 
difficult for the staff to avoid becoming emotionally 
involved in the family disturbances than is usual when 
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dealing with patients. Within the family each indi- 
vidual’s role was stereotyped; each member appeared 
aware of the others only within the narrow confines of 
the stereotypy; maintaining the roles seemed more 
important to the family members than dealing with 
reality. The responses of one family member to another 
were restricted to an extremely narrow band; only 
selected fragments of communication were responded to, 
limited entirely to the expectations of the receiver. The 
difficulties in communication resembled schizophrenic 
disorder of thinking, but could be seen as motivated by 
an apparent desire to maintain the family stereotype of 
each other. Any communication which attacked these 
stereotypes was ignored, distorted, or misinterpreted. 
The parents, when outside the family circle, were able 
to take other roles and were not restricted to the stereo- 
typies they presented within the family. In contrast 
the schizophrenic patients, when outside the family 
circle, maintained the stereotyped role they took when 
within the family, with a resulting parataxis. 

[The author’s interpretations are based entirely on 
subjective impressions; no statistical data are given, nor 
are there any control families for comparison.]} 

Christopher Wardle 


1511. Clinical Status and Cerebrospinal Fluid ‘‘ Total 
Neuraminic Acid ’’: Repeated Observations on Schizo- 
phrenic Patients 

S. Bococu, K. T. Dussix, and P. G. Lever. A.M.A. 
Archives of General Psychiatry [A.M.A. Arch. gen. 
Psychiat.) 1, 441-449, Oct., 1959. 12 figs., 10 refs. 


The study described in this paper from the Psycho- 
pathic Hospital and Harvard Medical School, Boston, 
was designed to determine the significance of a previous 
finding that the “ total neuraminic acid in the cerebro- 
spinal fluid (C.S.F.) of schizophrenic patients as a group 
is lower than that found in non-schizophrenics”. A 
double-blind technique was used, the laboratory findings 
not being available to the clinicians and vice versa until 
the collection of data was complete. Altogether 41 
patients with schizophrenia and 18 suffering from 
alcoholism, paranoid states, and involutional and manic 
depressive psychoses were studied. The neuraminic 
acid concentration in the C.S.F. was determined on at 
least 2 occasions in all the patients, on 3 occasions in 
33, on4in 10,andon5in2. At the first estimation the 

_ meuraminic acid level in the C.S.F. in 35 of the schizo- 
phrenics was less than 41 yg. per ml.; only 6 showed 
a higher concentration. In contrast, the neuraminic 
acid level was below 41 yg. per ml. in 8 of the 
controls and higher than this in 10. The clinical findings 
in the cases described in this paper suggest that in some 
cases of schizophrenia improvement is accompanied by 
a rise in the neuraminic acid level in the C.S.F., though 
seldom above 41 yg. per ml., which the authors regard 
as the dividing point between the schizophrenic patient 
and other mental hospital patients. 

The authors cite studies which show that the neur- 
aminic acid content of the brains of children increases 
with age. They therefore suggest that the low levels in 

the C.S.F. in schizophrenic patients may be related to a 

failure of brain maturation. 


PSYCHIATRY 


The possibility of using the neuraminic acid level in 
the C.S.F. as a guide to clinical progress and prognosis is 
considered. Christopher Wardle 


1512. Metabolic Studies in Childhood Schizophrenia: 
Effects of Tryptophan Loading on Indole Excretion 
C. R. SHaw, J. Lucas, and R. D. RaBinovitcH. A.M.A, 
Archives of General Psychiatry [A.M.A. Arch. gen, 
Psychiat.] 1, 366-371, Oct., 1959. 2 figs., 14 refs. 


From a brief review of the literature the authors 
consider that the “* basic disorder” in schizophrenia is 
the same whether the condition occurs in adults or 
children. In their view metabolic studies in schizo- 
phrenia are best carried out on children because differ- 
ences secondary to schizophrenia are less likely to have 
developed and nutritional differences between patients 
and controls are smaller and more easily controlled. 
They cite two studies in which the urinary excretion of 
5-hydroxyindoleacetic acid (5-HIAA) following adminis- 
tration of tryptophan was estimated in adult schizo- 
phrenics and controls; the excretion of 5-HIAA was 
significantly increased in the controls in one study and 
in the schizophrenics in the other. 

At Northville State Hospital, Michigan, the excretion 
of 5-HIAA following administration of L-tryptophan was 
studied in 21 children, 11 of whom had schizophrenia 
and 10 had other disorders, including psychoneurosis; 
the mean ages of the groups were 10-3 years and 10-6 
years respectively. After a 24-hour period in which 
diet was controlled under continuous supervision of 
trained personnel each child was given either a placebo 
or 3 g. of L-tryptophan. All urine was collected for the 
next 24 hours and the concentration of 5-HIAA deter- 
mined by the method of Udenfriend et al. (J. biol. Chem., 
1955, 216, 499). In 18 children the excretion of 5-HIAA 
was increased, while in 2 schizophrenics and one control 
it was decreased. There were no significant differences 
between schizophrenics and controls in the amount 
of 5-HIAA excreted before administration of tryptophan 
or in the direction or degree of change in excretion after 
administration of the drug. The 24-hour urinary out- 
put of 5-HIAA ranged from 1-4 to 5-5 mg., similar to that 
reported by other workers for normal children and 
lower than that for adults. Christopher Wardle 


1513. Urinary Excretion of Phenolic Acids by Normal 
and Schizophrenic Male Patients 

J. D. MANN and E. H. LaBrosse. A.M.A. Archives of 
General Psychiatry [A.M.A. Arch. gen. Psychiat.| 1, 
547-551, Nov., 1959. 17 refs. 


A study of the urinary excretion of certain phenolic 
acids in schizophrenic and normal subjects is reported 
from the National Institute of Mental Health, Bethesda, 
Maryland. It has been suggested that schizophrenia 
may be caused by a psychotogenic metabolite of such 
naturally occurring compounds as phenylalanine, tyro- 
sine, or tryptophan. If the urine of schizophrenic 
patients contained unusual quantities or types of phenolic 
acids, then the above suggestion would be supported to 
some extent. 
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Since the urinary excretion of certain phenolic acids 
is markedly influenced by the diet all the subjects, con- 
sisting of 7 male schizophrenic patients who had been 
in hospital for at least 5 years and 6 normal subjects, 
were under strict dietary control. Six 24-hour urine 
specimens were obtained from each subject and analysed 
by means of paper chromatographic methods. In order 
to make valid comparisons the rate of excretion of pheno- 
lic acids was estimated. It was found that the schizo- 
phrenic group as a whole excreted significantly higher 
levels of 4 phenolic acids than the normal subjects. 
Closer inspection of the results, however, showed that 
abnormally high excretion of these substances occurred 
in only 6 of the 7 schizophrenics and also one of the 6 
normal subjects. It is known that coffee drinking gives 
rise to increased excretion of phenolic acids, and a further 
check on the subjects showed that the excretion of the 
phenolic compounds was correlated to a highly significant 
degree with coffee drinking. Except for these coffee- 
derived metabolites, no significant differences were 
found in the excretion of phenolic acids in these two 
groups of subjects. 

It is pointed out that “ this finding emphasizes the 
importance of a careful search for uncontrolled variables 
when metabolic differences are found between schizo- 
phrenic patients and normal controls ’”’. 

B. M. Davies 


1514. Adrenal Lipoids as Seen Post Mortem in Schizo- 
phrenia 


M. K. Beattie and M. A. HEASMAN. Journal of Mental 
Science [J. ment. Sci.] 105, 979-984, Oct., 1959 [received 
Jan., 1960]. 16 refs. 


In a previous histological study the authors (J. Path. 
Bact., 1958, 75, 83) had observed that adrenal sudano- 
philic material and birefringence were reduced in the 
adrenal glands from patients with schizophrenia. They 
therefore undertook the present statistical study to deter- 
mine if any further significance could be attached to this 
finding. The term “ adrenal lipoid ’ used in this paper 
refers to birefringent material stainable with Sudan IV. 
At the Mental Hospitals’ Group Laboratory, Epsom, 
the adrenal glands from 41 patients with schizophrenia 
were therefore compared with those from 287 patients 
with other mental diseases. 

An obvious deficiency of adrenal lipoids was found 
in the schizophrenic group. Adrenal glands from other 
mental patients with liver damage also showed a similar 
deficiency, which, however, was just significant statistic- 
ally. The schizophrenic group contained more cases 
of liver damage than the control group, but comparison 
with patients with other mental diseases paired for age, 
sex, and liver damage showed that adrenal lipoids were 
Significantly reduced in amount in the schizophrenics. 
It is therefore concluded that some disturbance in adrenal 
steroid metabolism is often present to a significant degree 
in patients with schizophrenia, and it is suggested that 
such disturbance might render the liver more vulnerable 
to agents of disease, but on this point the number of 
cases available for study was insufficient to allow the 
authors to come to any definite conclusion. 

‘ J. MacD. Holmes 
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1515. A Controlled Trial of Imipramine in Treatment of 
Depressive States 

J. R. B. Batt and L. G. Kitouw. British Medical Jour- 
nal [Brit. med. J.] 2, 1052-1055, Nov. 21, 1959. 14 refs. 


In a controlled trial of imipramine in the management 
of depressive states 97 out-patients attending the Royal 
Victoria Infirmary, Newcastle upon Tyne, were allocated 
at random to treatment with the drug or a placebo, a 
double-blind technique being used. Of the 97 patients 
55 (average age 50-2 years) had endogenous depression 
and 42 (average age 43-2 years) had reactive depression 
[but the criteria of differentiation are not stated]. 
Patients showing gross retardation or extreme agitation 
and those in whom there was considerable risk of suicide 


were admitted to hospital and thus excluded from the 
trial. 


Imipramine was given in tablets containing 25 mg., — 


the dosage being 4 tablets daily for 2 days increased to 
10 tablets daily by the fifth day. If no improvement.was 
noted at the end of 4 weeks some other form of treatment 
was given. Patients who responded continued to take 
the tablets until a maximum effect was obtained, which 
in every case occurred within 6 weeks. The response 
to the treatment was assessed as good if the patient be- 
came symptom-free or improved in any degree and 
poor if there was no change or symptoms became worse. 
[Criteria of improvement are not stated.] 

Of 27 patients in the endogenous group receiving 
imipramine, 20 responded well and 7 did badly; the figures 
for 28 in this group given a placebo were 6 and 22 re- 
spectively. Of 22 patients with reactive depression 
treated with imipramine, 13 gave a good response and 9 
did not; of 20 in this group given a placebo, 4 showed a 
good response and 16 a poor one. The proportions of 
good and bad responses were significantly different in the 
imipramine- and placebo-treated groups for both the 
endogenous cases (P<0-01) and the reactive cases 
(P<0-02). 

Of the 97 patients, 40 complained of side-effects and 
of these, 13 were receiving the placebo. Treatment was 
stopped in 9 cases (including 2 given the placebo) because 
of side-effects, of which the commonest were dryness of 
the mouth, dizziness, drowsiness, and constipation. Of 
the patients taking imipramine, one entered a hypo- 
manic state, one had an unexplained haematemesis, and 
one developed severe diabetes mellitus. Jaundice was 
not observed in any case in the series. D. J. West 


1516. A Controlled Study of the Effectiveness of Tri- 
flupromazine 


Hydrochloride 
J. G. HeGarty and A. R. Dasss. Journal of Mental 
Science [J. ment. Sci.] 105, 811-814, July [received Nov.], 
1959. 3 refs. 


The response of chronic schizophrenics to triflupro- 
mazine (“ vespral”’) was investigated at Oakwood 
Hospital, Maidstone, Kent. After excluding 8 defectives 
by screening with the Mill Hill Vocabulary Scales, 20 
patients with unequivocal diagnoses were divided into 
two paired groups matched for age, schizophrenic sub- 
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group, and length of hospitalization. Chlorpromazine- 


type drugs were withdrawn for a month and the patients’ ~ 


condition was assessed before and after the trial by 
means of a 10-item rating scale concerned with emotion- 
ality, psychotic processes, and general ward behaviour 
and a Goldstein-type sorting test. The Mill Hill Vocabu- 
lary Scales were given again after the trial. 

A double-blind technique was used, one group receiv- 
ing 10 mg. of triflupromazine 3 times a day for 3 days, 
25 mg. thrice daily for 5 days, then 50 mg. thrice daily 
for 54 days, while the other group was given placebo 
tablets of identical appearance in the same dosage. 
Comparison of the test scores after treatment showed a 
statistically significant improvement of the treated group 
in all three parts of the psychiatric rating scale and in 
the Mill Hill Synonyms Test. Paradoxically, however, 
their scores for the Definitions Test fell, but because the 
patients tended to answer fewer definitions as they im- 
proved, this test was not considered suitable for assessing 
improved clarity of schizophrenic thought. The sorting 
test yielded 3 scores for each patient: number of accept- 
able (rational) sortings; mumber of non-acceptable 
(irrational) sortings; and average time per sorting. 
Although the treated group produced a significantly 
increased number of acceptable sortings, there was no 
reduction in the number of non-acceptable sortings or 
increase in the speed of sorting. No major side-effects 
of the drug were seen, but 2 patients developed mild 
extrapyramidal signs. 

(Unfortunately, no comparison was made with a 
** standard ” phenothiazine.] Alan A. Black 


1517. Methylphenidate (‘‘ Ritalin’’): an Adjunct to 
Psychotherapy 

R. A. Biarr, S. SHAFAR, and J. A. KRAwieck!. Journal 
of Mental Science [J. ment. Sci.| 105, 1032-1044, Oct., 
1959 [received Jan., 1960]. Bibliography. 


In this paper from the Springfield and Crumpsall 
Hospitals, Manchester, the considerable literature on 
drug-aided psychotherapy and abreactive treatment is 
briefly reviewed and the effects and uses of “ ritalin” 
(methyl phenidate hydrochloride) are compared with 
those of other abreactive drugs, including barbiturates. 

A total of 52 in-patients and out-patients (27 male and 
25 female, aged 13 to 58 years), in whom it was hoped to 
facilitate the flow of talk and possibly produce an 
abreaction, were selected for trial with ritalin. The 
majority suffered from an affective disorder (including 
tension states), but the psychiatric diagnosis was of secon- 
dary import. A dose of 20 mg. of the drug dissolved in 
water was usually given intravenously within 30 seconds, 
the patient being supine. Abstinence from food im- 
mediately before the injection was unnecessary. In 43 
of the patients a single interview was sufficient; the 
remainder received more than one. 

Ritalin produced an increase in the flow of talk in 49 
patients. A marked emotional discharge with restless- 
ness and uncontrollable sobbing was observed in 10, 
and a less marked emotional discharge in 9; these effects 
appeared to be directly related to the injection. In 
other patients varying emotional manifestations from 
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sadness to marked psychomotor activity occurred, but 
were unrelated to.the injection. In 21 cases there was 
no increase in emotional tension. Injection of ritalin 
proved to be a diagnostic aid in 27 cases, of therapeutic 
value in 7, of both diagnostic and therapeutic value in 
12, and of no help in 6. The patients were able to leave 
the clinic between 1 and 2 hours after the injections. 
Loss of appetite for some hours, headache in one patient, 
slight palpitations in 2 patients, and persistent emotional 
lability for some hours in 10 were the only complications. 
Side-effects, which were minimal, included tachycardia 
and a rise in blood pressure, but the authors advise 
caution in administration of ritalin to patients with 
arteriosclerosis or hypertension. 

The effect of ritalin was to increase rapport, put the 


patient at his ease, overcome inhibitions, and facilitate — 


talk. Although it assisted in the recovery of pre-con- 
scious material there was no evidence that it uncovered 
unconscious memories. In contrast to the effects of 
** methedrine ” (methylamphetamine hydrochloride) and 
thiopentone there was no evidence with ritalin of dis- 
sociative phenomena or impaired consciousness, al- 
though one case of gross behaviour disturbance occurred 
which necessitated heavy sedation. Patients enjoyed 
the sense of relaxation and their ability to express their 
feelings. 

The authors urge caution in administration of the drug 
in overt cases of depression when an increase in aware- 
ness may occasionally deepen the depression. In 2 
obsessional patients there was instantaneous abreaction, 
and in 2 latent psychotics the admission of delusions, 
previously denied, made an important contribution to 
the diagnosis. The emotional reaction was less intense 
than with methedrine or ether. Emotional release of 
varying intensity did occur in 31 of the 52 patients, but 
it was not a prerequisite for success. The effect of ritalin 
seemed of shorter duration and side-effects fewer than 
with methedrine, and there was no rebound depression. 
It can be given intramuscularly if necessary and does not 
cause tissue irritation. No evidence of addiction was 
seen. J. S. Bearcroft 


1518. Hydroxyzine (Atarax) in the Relief of Tension 
Associated with Anxiety Neurosis and Mild Depressive 
States 

R. Mippierett and K. C. S. Epwarps. Journal of 
Mental Science [J. ment. Sci.] 105, 792-794, July [received 
Nov.], 1959. 4 refs. 

Hydroxyzine (“ atarax ”’), which is chemically relayed 
to the antihistamines, has been reported to be of variable 
use in treating tension symptoms. An assessment of 
the drug was carried out at the Deva Hospital, Chester, 
on 37 in- and out-patients complaining of tension in a 
setting of anxiety, depressive, or mixed states. In a 
double-blind, cross-over trial, all patients received 20 
mg. of hydroxyzine 3 times a day for 2 weeks and a 
placebo for 2 weeks. They were told that they were 
being given a drug specifically for the relief of tension 
and were asked to assess the effects of the drug daily on 
a 5-point scale (from “‘ very good” to “ very poor”) 
and to note any other symptoms appearing or relieved 
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during the trial. Twenty patients completed the forms 
adequately and their scores indicated no significant 
difference between drug and placebo. Inspection of the 
scores of 15 other patients showed a similar trend. 
Minor side-effects were noted by about two-thirds of the 
patients with hydroxyzine and by one-third with the 
placebo. A man who took 30 tablets (300 mg.) at once 
experienced only slight drowsiness and weakness; no 
serious toxic signs were noted. Alan A. Black 


1519. Sequential Methods Applied to the Study of Pro- 
chl 

P. SAINSBURY and C. J. Lucas. British Medical Journal 
[Brit. med. J.] 2, 737-740, Oct. 17, 1959. 2 figs., 12 refs. 


The authors point out that a simple, rapid, and 
reliable method of drug evaluation is needed to keep pace 
with the increasing production of new agents. In this 
report from the M.R.C. Clinical Psychiatry Research 
Group working at Graylingwell Hospital, Chichester, 
they describe how the method of sequential analysis 
was used to assess the value of prochlorperazine (“‘ ste- 
metil ”’) in reducing anxiety and tension in neurotic out- 
patients, who were selected for the trial if they had scored 
10 or more on a 30-point “* anxiety questionary”’. Each 
patient received either two 5-mg. tablets of prochlor- 
perazine or two identical tablets of a placebo each thrice 
daily for one week, the order of treatment being random- 
ized and reversed during the second week. The efficacy 
of prochlorperazine was judged (1) by the patient’s 
preference, based on self-rating, and (2) by any change in 
the score on the questionary, both factors being ascer- 
tained at the end of each of the 2 weeks. Since sequen- 
tial analysis requires that a decision on the outcome of 
treatment be made on a single criterion it was decided to 
make this the patient’s preference. The method of 
plotting the results as each becomes known is described 
at some length [for which the original paper should be 
consulted]. In this type of trial the boundary positions 
are governed by three factors: (1) the’acceptable risk of 
advocating the new treatment when it is no better than the 
control, in this study set at the customary 5%; (2) the 
similar risk of failing to recommend it when it is really 
advantageous; and (3) the proportion of patients’ 
preferences in favour of prochlorperazine which would 
fepresent a definite advance. The significance of the 
changes in the patient’s anxiety scores was examined by 
a sequential ¢ test. 

There was no significant difference between the results 
at the end of each week, that is, between drug and placebo, 
as based on the criterion of patient’s preference; this 
was decided after 20 patients had entered the trial, of 
whom only 14 expressed a preference—7 for the drug and 
1 for the placebo, the remaining 6 expressing no prefer- 
ence. Analysis by the ¢ test of the differences between 
anxiety scores before and after treatment was established 
on the results of 13 patients and further confirmed by 
the addition of 2 more results to make sure. Thus the 
findings on the two criteria were consistent. 

The authors show that the advantages of the method of 
sequential analysis are: economy of patients, minimal 
amount of computation, explicit confidence limits in 
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regard to both results and errors, and the need to assess 
only one crucial clinical feature. They state that the 
probability of reaching a true conclusion when two 
methods of treatment prove equally effective is 0-95. 
Where improvement may involve more than one such 
feature, concurrent sequential tests can be set up for 
each. Alan A. Black 


1520 (a). A Historical, Pharmacophysiological, and Clini- 
cal Study of Psilocybine. (La psilocybine. Historique, 
pharmacophysiologie, clinique) 

J. DeLay, P. PicHot, and T. Lempertre. Presse 
médicale [Presse méd.| 67, 1731-1733, Oct. 10, 1959. 


1520 (b). The Psychological and Therapeutic Effects of | 
Psilocybine. (La psilocybine. Actions psychologique 
et thérapeutique) 

J. Detay, P. and T. Presse 
médicale [Presse méd.] 67, 1811-1813, Oct. 24, 1959. 
Bibliography. 


These two papers deal with a newly discovered hallu- 
cinogenic substance, psilocybine, which was isolated as 
the effective component of certain mushrooms growing 
in parts of Mexico. For hundreds of years it has been 
known that such mushrooms existed and were used by 
the natives for religious purposes, but their location and 
nature remained a mystery until, in 1953, the American 
ethnologist Wasson and his wife finally discovered the 
species, took part in Indian ceremonies in which the 
mushroom was used, and brought out specimens which 
the French botanical specialist Heim succeeded in culti- 
vating. The first article deals with the interesting history 
of this discovery and with the isolation and analysis of the 
active principle by Hofmann, the discoverer of lysergic 
acid diethylamide (LSD 25), while the second describes 
the psychological effects and the therapeutic use of the 
drug. 

ilocybine is less potent than LSD 25, but is chemically 
closely related to it, and it produces similar changes in 
the autonomic nervous system in animals. In man its 
main effect is to produce changes of mood and affectivity. 
Experiments on students and other normal subjects 
showed that it removed inhibition and helped the subject 
to remember events of his own past in their emotional 
context. According to the present authors psilocybine 
is therefore specially suitable for the abreaction of for- 
gotten memories. In smaller doses it does not provoke 
marked hallucinations and the subject is also free from 
the feeling of depersonalization which is often experi- 
enced with other hallucinogens. The patient can give 
free expression to repressed feelings under the influence — 
of the drug and unhesitatingly shows emotions of aggres- 
sion and guilt. All this leads to a better contact with the 
therapist and helps the patient to realize the significance 
of the past events which may have led to his neurotic 
illness. 

[While this practical application of the drug is very 
much emphasized, the description of the hallucinations 
and other symptoms produced by psilocybine in larger 
doses shows that these experiences differ very little from 
those produced by other hallucinogens such as LSD 25 
or mescaline.] _ W. Mayer-Gross 
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1521. 
plexy 
C. P. SeaGer. Journal of Mental Science [J. ment. Sci.} 
105, 1022-1028, Oct., 1959 [received Jan., 1960]. 3 refs. 

The results of a previous retrospective study by the 
author (J. ment. Sci., 1958, 104, 206) suggested that 
patients suffering from depressive illness who received 
unmodified electric convulsion therapy (E.C.T.) were in 
hospital for a shorter period, required fewer treatments, 
and were more likely to remain well than those treated 
with modified E.C.T. In the present paper a con- 
trolled trial of these treatments is reported. 

With the cooperation of a number of other physicians 
at Barrow Hospital, Barrow Gurney, Bristol, 173 patients 
requiring shock treatment were allocated at random to 
one of three treatment groups: unmodified E.C.T., 
E.C.T. modified with thiopentone and suxethonium 
bromide, or E.C.T. with thiopentone alone. Only 
patients in whom a depressive illness was diagnosed were 
finally assessed, and for this purpose the diagnosis on 
discharge was taken, other groups being excluded. The 
number of treatments given, the total duration of stay in 
hospital, the duration of the course of treatment, the 
period of convalescence (from the last treatment until 
discharge), and the clinical state on discharge were 
recorded. The patients were followed up in their homes 
6 months after discharge. 

Of the 173 patients, 16 were withdrawn when the treat- 
ment proved unsuitable and 39 because depression was 
not diagnosed. The results in the remaining 118 
patients are tabulated for the three groups. No signifi- 
cant difference was observed between the means for the 
groups, either in duration of stay in hospital or number 
of treatments, though in that given E.C.T. and anaes- 
thetic alone the values tended to be lower.. The clinical 
state of the patients on discharge revealed the only 
‘significant difference between the three groups. The 
group given thiopentone-modified E.C.T. did signifi- 
cantly better than that treated by unmodified E.C.T. 

There was no evidence that the patients found one 
form of treatment more frightening than another, as 
judged by the number of patients who refused further 
E.C.T. after the first experience. A total of 102 patients 
were followed up after 6 months and their condition 
assessed as either improved or relapsed; no significant 
difference was found between the three groups. 

These findings are considered to confirm those of 
Havens (Dis. nerv. Syst., 1958, 19, 1), who, in a similar 
controlled trial, showed that there was no difference 
between the results of modified and those of unmodified 
E.C.T. A third group, E.C.T. with anaesthetic only, 

was included in the present study to determine whether 
either the anaesthetic or the relaxant drug was responsible 
for any observable difference between modified and 
straight E.C.T. No such difference was observed be- 
tween the two main groups, but in patients who received 
thiopentone alone the prognosis tended to be better 
than in the other two groups, and on discharge the differ- 
ence between this group and that given unmodified 
E.C.T. reached a significant level. The reason for this 
is not apparent. Modified and unmodified electroplexy 
produce almost identical results. This supports the 


Controlled Trial of Straight and Modified Electro- 


PSYCHIATRY 


view that the action of E.C.T. is central and not due to 
muscular effects. The author appears to favour modified 
E.C.T., allowing for occasional specific indications for 
the unmodified technique. J. S. Bearcroft 


1522. Learning Ability during a Course of 20 Electro- 
shock Treatments 

J. G. THorPe. Journal of Mental Science [J. ment. Sci.] 
105, 1017-1021, Oct., 1959 [received Jan., 1960]. 3 figs., 
4 refs. 


A previous investigation (Thorpe and Baker, J. ment. 
Sci., 1958, 104, 865) suggested that electric convulsion 
therapy (E.C.T.) produced no greater psychological 
dysfunction in schizophrenic patients than did insulin 
coma or chlorpromazine therapy. In the present paper 
from Banstead Hospital, Surrey, the results of a learning 
test given throughout a course of 20 E.C.Ts. are described. 
E.C.T. might be expected to remove schizophrenic 
symptoms and increase cooperation, although it may 
also produce disorientation or confusion and impair 
memory. It is postulated that these effects would in- 
fluence “‘ the ability to perform on a learning test” 
and that the patient’s ability to learn a series of nonsense 
syllables would therefore form a means of assessing the 
effects of a course of E.C.T. 

A total of 20 newly admitted female schizophrenic 
patients (mean age 31 years) were each given 20 E.C.Ts.— 
3 a week up to the 12th, 2 a week up to the 18th, and onea 
week up to the 20th. Ectonus technique was used, 
mostly without relaxants. The investigation was carried 
out in two parts, each including 10 patients. In the first 
part lists of three-letter nonsense syllables were shown, 
the serial anticipation method with a memory drum being 
used. A new list of 10 syllables was given after each 
treatment and the total number of correct anticipations 
in 6 presentations of the syllables was recorded. In the 
second part the list was written on a blackboard and 
exposed for 20 seconds; the patient had then to write 
down as many as he could remember. Again 6 presenta- 
tions were recorded after each treatment and the total 
number of correct responses noted. No fixed set of 
syllables followed any given treatment in this part of the 
experiment. The average number of correct responses 
obtained by the patients with each treatment was graphic- 
ally recorded separately for the two experiments, and 
represented the relationship between the number of 
treatments and the ability to learn. In the first part of 
the trial it was found that after an initial fluctuation in 
learning ability during the first 13 treatments, gradual 
improvement followed up to the 20th treatment. Similat 
results were obtained in the second part of the investiga- 
tion. Learning scores one week after the completion of 
treatment were not significantly different from those 
immediately following the last treatment. 

The author states that these results were not due to the 
difficulty values of different lists because the arrangement 
of the lists in the second part of the investigation was 
haphazard. The progress curve of learning ability was 
similar though not identical in the two parts of the expef 
ment. In both improvement began when E.C.T. wa 
given less frequently. J. S. Bearcroft 
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Dermatology 


1523. The Use of Fluorometholone (‘‘ Oxylone ’’) in the 
Treatment of Various Inflammatory and Allergic Derma- 
toses 

S. M. Peristein. Antibiotic Medicine and Clinical 
Therapy [Antibiot. Med.] 6, 575-577, Oct., 1959. 7 refs. 


Fluorometholone is a new synthetic steroid analogue 
of cortisone. In human beings a local application of a 
cream containing this steroid has three times the anti- 
inflammatory activity of hydrocortisone. At Temple 
University Medical Center, Philadelphia, 58 patients 
suffering from a variety of dermatoses (including eczema- 
tous dermatitis of different types, burns, and psoriasis) 
were treated with 0-025°% fluorometholone cream for 
periods up to 3 months. The results are described as 
excellent. No clinical signs of percutaneous absorption 
or antigenic properties were noted. There was evidence 
of primary irritation in one patient. S. T. Anning 


1524. The Effect of Fluorometholone in Various Der- 
matological Conditions 

G. E. McCormick Jr. and S. OLANsky. Antibiotic 
Medicine and Clinical Therapy [Antibiot. Med.] 6, 581- 
583, Oct., 1959. 5 refs. 


The efficacy of a 0-025°% cream of fluorometholone 
[see Abstract 1523] applied locally in a wide variety of 
dermatological conditions was compared with that of 1% 
hydrocortisone. Of 123 patients at Duke University 
Medical Center, Durham, N. Carolina, treated with 
fluorometholone cream, 89°%% gave a good or excellent 
response. The cream was considered to be as effective 
as that containing 1°% of hydrocortisone. 

S. T. Anning 


1525. Evaluation of Treatment of Warts by Hypnosis 
A. H. C. SmINcLAIR-GIEBEN and D. CHALMERS. Lancet 
[Lancet] 2, 480-482, Oct. 3, 1959. 8 refs. 


Since the report by Bloch in 1927 of a controlled study 
of the treatment of warts by hypnosis many other reports 
have appeared, but the value of the method remains un- 
certain. The problem is complicated by our inadequate 
knowledge of the cause of warts as much as by the 
frequency with which spontaneous cure occurs. : 

In the present study, carried out at Aberdeen Royal 
Infirmary, 14 patients with bilateral, multiple warts of at 
least 6 months’ duration were subjected to hypnotic 
Suggestion, only the more affected side of the body being 
treated, the other half serving as a “* perfectly matched 
control”. The degree of hypnosis achieved was graded 
as deep, medium deep, and light; (the main features of 
each of these three states are detailed). In the first 
two grades “ post-hypnotic suggestion” (that is, 
actions suggested under hypnosis are duly performed post- 
hypnotically) is effective and amnesia usually complete; 
in the light state, the patient is not amenable to suggestion 
for post-hypnotic action nor is amnesia achieved. 


Among the 14 patients an adequate depth of hypnosis 
was achieved in 10 and of these a complete cure was 
recorded in 7 and nearly complete disappearance of the 
warts in2 more. The untreated side showed no response, 
except in one case in which the warts on that side vanished 
spontaneously 6 weeks after deep hypnosis. The time 
for cure varied from 5 weeks to 3 months. Of the 
4 patients who experienced only light hypnosis, none 
showed any benefit. The authors consider that these 
results emphasize the possibilities of the method as well 
as the necessity for adequate hypnosis to attain the 
desired response. They would agree that in most 
patients with warts the results achieved with conventional 
physical methods are at least as good, but there are certain 
forms of involvement which might respond better to 
hypnosis, such as periungual, plantar, and multiple 
warts, especially when occurring in children. 

[The method opens interesting vistas of the way in 
which the mental or emotional state may influence the 
reaction of body tissues to inflammatory stimuli.] 

Allene Scott 


1526. Use of Griseofulvin in the Therapy of Tinea Capitis 
in Children 

J. Kirk and L. AseLLto. A.M.A. Archives of Derma- 
tology [A.M.A. Arch. Derm.] 80, 259-267, Sept., 1959. 
1 fig., 9 refs. : 

The antibiotic griseofulvin was tried in the treatment 
of tinea capitis in 81 children (79 negroes) aged 2 to 16 
years and the results obtained after an observation period 
of at least 10 weeks are herein reported. In 70 cases the 
infection was due to Microsporum audouini, in 5 to M. 
canis, and in 6 to Trichophyton tonsurans. The 
patients were examined at weekly intervals and it was 
noted that after 21 days the fluorescent zone of the 
infected hairs had grown out sufficiently to permit clip- 
ping; in many cases the findings on examination by 
Wood's light were negative after 28 days. Of the 70 
cases of infection with M. audouini 64 were negative by 
Wood’s light and 48 were culture negative after 70 days. 
Treatment in all the cases of infection with T. tonsurans 
and M. canis was uniformly successful. 

The authors do not consider that the small number of 
patients treated permits any specific conclusion concern- 
ing the optimum dosage, but in the treatment of infection 
due to M. audouini a dose of 10 to 17-4 mg. per lb. (22 
to 38 mg. per kg.) body weight appeared to be adequate. 
The lesions recurred in 3 cases after a single negative 
culture. The authors suggest that treatment should be 
maintained until at least 2 cultures obtained at weekly 
intervals are negative and that examination by Wood’s 
light should be continued for a minimum of one month 
after treatment is completed. The only adverse side- 
effect was a peri-orbital oedema in 2 cases. 

_ Benjamin Schwartz 
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1527. Griseofulvin. Therapeutic Results in Different 
Dermatomycoses after 22 Weeks of Treatment. Effect on 
Experimental Dermatomycosis in Man. [In English] 

J. Esteves and H. Neves. Dermatologica [Dermato- 
logica (Basel)| 119, 148-158, Sept. [received Nov.], 1959. 
12 refs. 


At Hospital Curry Cabral, Lisbon, griseofulvin was 
administered to 25 patients with dermatomycoses, includ- 
ing 15 children with tinea capitis (due to Trichophyton 
violaceum in 11, T. tonsurans in 3, and Microsporum 
canis in 1), 4 children with scalp favus due to T. schoen- 
leini, and 6 adults with chronic and extensive tinea (due 
to T. violaceum in 3, T. megnini in 2, and T. tonsurans 
in 1). The drug was given in a dosage of 0-5 to 1 g. 
daily to children and 1 to 2 g. daily to adults. Tinea 
capitis was cured after 3 to 6 weeks’ treatment in 11 of 
the 15 children and in the 3 adults. In the remaining 4 
children new lesions developed some weeks after stop- 
ping the drug which were considered to be due to re- 
infection from other members of the family. All 4 
children with favus were cured after 5 weeks’ treatment. 
The results in chronic tinea corporis, particularly lesions 
localized in thicker epidermis, and in deep tinea of the 
nails were not so satisfactory. Tinea unguium of the 
destructive type did not improve even after 22 weeks’ 
treatment, and surgical avulsion of the nails followed by 
administration of griseofulvin for several weeks was 
tried; the results of this treatment could not be finally 
assessed until growth of all extracted nails was complete. 
Griseofulvin was very well tolerated in all the cases. 
[No details of laboratory studies, such as the leucocyte 
count, are given.] 

The authors conclude that the therapeutic effect of 
griseofulvin in tinea capitis is quite different from that in 
chronic tinea corporis and tinea unguium, suggesting 
that tinea capitis has a specific biological behaviour. 
Experimentally, griseofulvin did not prevent the develop- 
ment of lesions on the glabrous skin of some of the 
patients receiving treatment after inoculation with T. 
violaceum, M. canis, and T. mentagrophytes. 

E. W. Prosser Thomas 


1528. Clinical Experiment of Variotin 

Y. Sama, K. TANioku, and T. Ozawa. Journal of 
Antibiotics [J. Antibiot.] 12, 222-225, Sept. [received 
Dec.], 1959. 3 figs. 


Variotin, a new antifungal antibiotic, is derived from 
the mould Paecilomyces varioti and when dissolved in an 
organic solvent is reported to form a stable compound 
with low toxicity. In this paper from Shinshu Univer- 
sity, Japan, the authors report experimental and clinical 
trials of this new drug in fungus diseases. 

The tabulated and graphically illustrated results show 
that experimentally the growth of fungi of the Tricho- 
phyton group on Sabouraud medium was inhibited by 
very low concentrations of variotin (minimum 0-625 pg. 
per ml.), but that Candida albicans was virtually un- 
affected by its presence. In an animal experiment the 
skin of 50 guinea-pigs was inoculated with T. asteroides 
and subsequently treated with variotin in an ointment or 
lotion base. Although some clinical improvement was 
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noted (as compared with the effect of the base alone, or 
of no treatment), culture from the skin after 8 days’ 
treatment showed that 7. asteroides was still present in 
all cases. 

In the clinical trial variotin solution was used in a total 
of 56 cases of Trichophyton infection, with effective 
results in 37 cases (66%); the failures included all 3 
cases of tinea of the nails in the series. Four patients 
were reported to be sensitive to the solvent base. Among 
a further 17 patients treated with various variotin oint- 
ments, with effective results in 10 (58-8°%), there were no 
side-effects. Benjamin Schwartz 


1529. Therapy of Dermatomycosis with Variotin Liquid, 
an Antifungal Agent 

T. KAWAMuRA, K. NISHIHARA, A. MINAMI, and Y. 
SuHRASAKI. Journal of Antibiotics [J. Antibiot.] 12, 226- 
230, Sept. [received Dec.], 1959. 4 figs. 


This report from Kanazawa University, Japan, 
describes the effects of the application 2 or 3 times daily 
of a solution of variotin in the treatment of a variety of 
dermatomycoses in 31 patients. Several case reports are 
given and the results are tabulated in detail. 

Of 13 cases of pityriasis versicolor, 4 were rapidly 
cured and in a further 8 the result was described as satis- 
factory. One child with a scalp infection improved 
considerably, while of 17 cases of what are described as 
trichophytia pompholyciformis, eczematosa, and maculo- 
vesiculosa, clinical cure was obtained in 12. The over- 
all rate of effectiveness was 80-6°% and in only one case, 
in which treatment had to be discontinued because of 
the development of dermatitis, was there any side- 
effect. Several patients complained of a burning sensa- 
tion at the site of application, but this soon passed off. 

Benjamin Schwartz 


1530. The Therapeutic Effect of Variotin, a New Anti- 
fungal Antibiotic, on Tinea Pedis and Tinea Cruris 

S. TAKAHASHI and G. Fukusut. Journal of Antibiotics 
[J. Antibiot.] 12, 231-232, Sept. [received Dec.], 1959. 


The clinical effects of the topical treatment of 36 cases 
of tinea pedis and tinea cruris with a tincture containing 
variotin are reported from Tohoku University, Japan. 
Cases were observed for 16 days and the result was 
judged to be favourable if the clinical condition cleared 
or had improved so much that it was expected to clear 
with continuance of treatment. 

The tabulated results show that of 13 cases of tinea 
pedis due to infection with Trichophyton interdigitale, 
favourable results were obtained in 10, and of 10 cases 


infected with 7. rubrum, 9 were much improved; how-- 


ever, one case of infection with Candida albicans was only 
slightly improved. One of the patients infected with T. 
interdigitale developed a contact dermatitis after 8 days 
which disappeared when treatment with variotin was dis- 
continued. Of the cases of tinea cruris treated, 11 were 
due to 7. rubrum and of these, favourable results were 
obtained in 9. One case infected with Epidermophyton 
floccosum also did well. The over-all rate of effective- 
ness of variotin in cases of tinea pedis was 82°6°% and of 
tinea cruris 83-3°%. Benjamin Schwartz 
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1531. The Influence of Methods of Sterilisation on the 
Bacteriological Quality of Babies’ Napkins 

N. J. Mortiock and J. G. Davis. Medical Officer 
{Med. Offr] 102, 210-213, Oct. 23, 1959. ref. — 


The authors have investigated the bacteriological effect 
of adding a sterilizing agent to the cold water in which, 
they state, most mothers soak their babies’ soiled napkins 
before boiling. Two proprietary compounds, “ napi- 
san” A and B, gave promising results when used in 
concentrations of 4 oz. per gallon of water (3-33 g. per 
litre). Napisan A contained lauryldimethylbenzylam- 
monium chloride as the sterilizing agent, combined with 
a non-ionic detergent to loosen any debris, an oxygen- 
releasing salt to remove stains, and optical dyes for their 
whitening action. Formulation B differed only in con- 
taining, in addition a soluble cresol. Laboratory tests of 
these formulations against suspensions of Escherichia 
coli I, Brevibacterium ammoniagenes, and Salmonella 
bovis-morbificans showed that 99-99°% of these organ- 
isms were killed. 

For the field trials a representative group of mothers 
with newly-born babies was selected. From these, 
napkins which were ready for use were collected in a 
sterile container and rinsed in Ringer’s solution, which 
was then cultured and submitted to a test for coliform 
bacteria. There was considerable variation in the 
average bacterial count from the napkins, depending 
largely on home conditions. The tabulated results 
show that the presumptive coliform test was positive in 
33% of samples examined during an initial control period 
(when the napkins were boiled), in 22% of napkins 
sterilized by soaking in napisan A, in 31% during a 
second control period (napkins boiled), and in only 5% 
of those soaked in napisan B. The authors consider 
that chemical sterilization of babies’ napkins, being 
convenient to use and lessening the risk of napkin rash, 
is of great appeal to mothers, and conclude that, bacterio- 
logically, the results are ‘‘ equal to and in many cases 
better than the standards obtained by normal home 
laundering which included boiling ’’. H. Caplan 


1532. Staphylococcal Infection in Hospital Nurseries: 
Influence of Three Different Nursing Techniques 

L. FRAPPIER-DAVIGNON, A. FRAPPIER, and J. St-PIERRE. 
Canadian Medical Association Journal [Canad. med. Ass. 
J.] 81, 531-536, Oct. 1, 1959. Bibliography. 


In this paper from the Institute of Microbiology and 
Hygiene of the University of Montreal a study is reported 
of the incidence in the year 1955-6 of staphylococcal 
infection in the nurseries of 13 hospitals in the Province 
of Quebec and the influence on such infection of the 
Nursing technique adopted in the individual hospitals, 
Particularly (1) the degree of isolation of the infants, 
(2) the hand-washing procedure of the staff, and (3) the 

ing of infants. A uniform system of recording 


infections was introduced and except for the three nursing 
procedures examined the institutions were considered to 
be sufficiently similar in structure, methods, and staffing 
to permit comparisons to be made. 

The total incidence of infection was 1-25°%% in 16,053 
births [but details of the clinical types of infection are 
not given]. There were no deaths. At hospitals where 
infants were artificially fed and never removed from the 
nursery before discharge the incidence of infection was 
0-1% in 4,760 births, compared with 1-:5% in 5,149 
births at hospitals where infants were freely moved in 
and out of the nursery and 1-9°%% in 6,144 births where 
only breast-fed babies were moved. These three groups 
were then further subdivided according to the hand- 
washing practice of the staff. The best results were 
obtained in units where either soap alone or hexachloro- 
phane alone was used, both of these being superior to 


dipping the hands in chloroxylenol or not washing them — 


at all. 

Various products were used in bathing the infants, but 
it was not possible to consider the incidence of infec- 
tion in relation to these individually. In those nurseries 
where there was rigid isolation and an efficient hand- 
washing technique the incidence of infection was so 
low that no difference could be observed between the 
infants who were not bathed and those who were, but 
where isolation was not so complete, irrespective of 
the attendants’ method of washing their hands, the 
incidence of infection was significantly higher among 
infants who were not bathed. E. G. Hall 
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1533. 

M. W. G. BRANDON, B. H. K1RMAN, and C. E. WILLIAMs. 
Journal of Mental Science [J. ment. Sci.] 105, 721-747, 
July [received Nov.], 1959. 8 figs., 34 refs. 


The clinical diagnosis of microcephaly is usually made 
when the final head circumference of a mentally defective 
child is not more than 18 inches (46 cm.). In this 
paper from the Fountain Hospital, London, the authors 
contend that although this may well be true in many 
cases, it would be more accurate to include only those 
children whose head circumference is smaller than the 
third standard deviation below the mean for age and sex. 
According to this definition the incidence of microcephaly 
in 100 consecutive admissions was 20°%, 6 microcephalic 
mongol children being excluded. Since microcephaly 
is rarely found in feeble-minded children and since these 
constitute rather more than half the patients in a colony 
for mental defectives the proportion of microcephalics 
in most such institutions should be about 10%. Mea- 
surement of the skull and the weight of the brain of 64 
children under 5 years 3 months who died at the hospital 
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showed that 30° were microcephalic, indicating that 
such children are more liable to die early than those with 
larger heads. Similarly, of 16 mongols examined post 
mortem, 13 were microcephalic—a proportion of 81% 
compared with the usual proportion of 33°% for young 
children with mongolism in the hospital. 

An analysis of the records of 102 microcephalic children 
collected over 10 years revealed that 2 had consanguinous 
parents and 9 had defective siblings, of whom 4 were 
microcephalic on measurement; there were a further 9 
instances of other known mental defectives amongst 
close relatives. In an attempt to assess the risk of other 
children in the family being affected 166 siblings of 114 
microcephalic children were studied with the help of 
social workers, local health authorities, questionaries 
completed by the parents and, in the case of deceased 
siblings, of information provided by the practitioner or 
hospital concerned. Of the 10 mentally defective sib- 
lings found, 7 were microcephalic, 2 were suggestive of 
microcephaly although not measured, and the remaining 
one was not microcephalic. This strongly suggests the 
presence of genetic factors with a specific mode of opera- 
tion. The majority of the microcephalics studied also 
suffered from cerebral palsy and nearly all of them 
had spastic diplegia. Epilepsy and ophthalmic abnor- 
malities were the next commonest complications. The 
frequent presence of associated abnormalities in micro- 
cephaly suggests that although some may be coincidental, 
many of them may be the result of the same adverse 
process as is responsible for the microcephaly. 

Of the possible aetiological factors, environmental 
causes such as irradiation find strong support in the 
findings of Plummer (Pediatrics, 1952, 10, 687; Abstr. 
Wld Med., 1953, 13, 521) and others. Birth injury, 
asphyxia, and maternal infections operating after birth 
or late in uterine life do not appear to be important in 
this condition, although the presence of 2 children with 
microcephaly among 10 cases of mental deficiency attri- 
buted to maternal rubella suggests that this may some- 
times be a causative factor. Neither meningitis nor 
icterus gravis neonatorum appear to play any role in 
the causation of microcephaly. David Morris 


1534. Children Who Refuse to Go to School: Observa- 
tions on ‘*‘ School Anxiety ”’ 

G. A. V. MorGan. Medical Officer [Med. Offr] 102, 
221-224, Oct. 30, 1959. 13 refs. 


The author has investigated at the North Wales Child 
Guidance Clinics the problem of children who have a 
neurotic fear of school, a symptom complex which he 
calls “ school anxiety ’’, as seen in 35 children (17 girls 
and 18 boys) aged from 6 to 14 years who were referred 
to the Clinic for this reason between 1949 and 1957; the 
peak incidence occurred between the ages of 11 and 13 
years. 

Although absence from school is the cardinal symptom 
in both truancy and school anxiety, nevertheless the two 
conditions differ radically in the child’s attitude to parents 
and authority. Thus truancy appears as part of a delin- 
quent pattern of behaviour, there is usually a poor schol- 
astic record, and the parents show lack of interest in the 
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child’s welfare, whereas the child suffering from school 
anxiety shows difficult behaviour and panic only when 
forced to return to school, although there are in fact no 
objective reasons for the child’s fear. 

The author found that the most important single 
factor that emerged from intensive analysis of the 
associated symptoms was an ambivalent relationship 
with an over-protective mother. Because of this the 
over-dependent child struggling to achieve independence 
feels guilty and develops a severe neurotic condition. 
In default of a true control group certain features of the 
patients were compared with those in 1,431 other children 
referred to the Clinic over a 5-year period. Significantly 
more of the patients were above average in ability; 
however, 48°% showed temper tantrums and immature 
behaviour, 57% sleep difficulties and night fears, 60% 
acute anxiety and timidity, and 77°% hysterical symptoms 
or behaviour. All social classes were represented among 
the patients. The average period of absence from school 
was 84 months, but 10 patients never returned to school 
at all. 

The author emphasizes that the children studied are 
not malingerers, but are suffering from a true phobia, 
and it was notable that 8 of the children were suffering 
from other phobias as well. Many of the patients were 
either only children or were the eldest or youngest 
child and had been brought up as only children. The 
main precipitating factors were change of school or class 
and death or illness of a parent, sib, or close relative. 
Return after a long holiday, together with heightened 
conflict in the mother-child relationship, often triggered 
off the phobia. The peak occurrence in early adolescence 
is considered to be significant in view of the interplay of 
dependency, resentment, and guilt. The author stresses 
the importance of early referral and treatment of both 
mother and child bythe clinic team and indicates topics 
on which further work needs to be carried out to elucidate 
the syndrome fully, in particular investigation of all 
children showing long periods of absence from school. 

M. R. Medhurst 


1535. Copper and Protein Depletion Complicating Hypo- 
ferric Anemia of Infancy 

W. K. ScuuBert and M. E. Laney. Pediatrics [Pedia- 
trics] 24, 710-733, Nov., 1959. 6 figs., 38 refs. 


From the University of Cincinnati College of Medicine 
the authors report a careful study of 14 infants aged 44 
to 17 months with a syndrome consisting of “* hypo- 
cupremia, iron-deficiency anemia, and hypoproteinemia ” 
and of 54 infants aged 6 to 28 months with deficiency of 
iron but not of copper. They conclude that infants 
with iron-deficiency anaemia form a heterogeneous group 
with every gradation of manifestations from those of 
pure iron deficiency to those of multiple deficiencies. 
The hypocupraemia, if present, they consider to be due to 
copper depletion and not to be secondary to the hypo- 
proteinaemia. They observed no abnormalities in the 
absorption and utilization of iron in either group, and 
the infants with iron deficiency alone had normal of 
elevated serum copper levels. 

[The paper is well illustrated with tables and charts.] 

Janet Vaughan 
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Medical Genetics 


1536. Transmission of the Gene of Fuchs’s Gyrate Chor- 
oidal and Retinal Atrophy. (Les conducteurs du géne 
de l’atrophia gyrata chorioideae et retinae de Fuchs) 

J. FRANCo!s, F. BARBieR, and A. pE Rouck. Bulletin 
del’ Académie royale de médecine de Belgique (Bull. Acad. 
roy. Méd. Belg.| 24, 580-598, 1959. 6 figs., bibliography. 


Fuchs’s gyrate atrophy is a rare type of tapeto-retinal 
degeneration characterized by primary atrophy of the 
choroid and retina. It has been thought up till now that 
choroideremia, or absence of the choroid, represented the 
final stage of gyrate atrophy, the two affections belonging 
to the same group of choroido-retinal degeneration. 
The authors, however, consider that this view can no 
longer be maintained and give their reasons for this 
conclusion. They briefly review the literature concern- 
ing the nature of this type of choroido-retinal degenera- 
tion and its hereditary factors and then describe the case 
of a girl now aged 17 years who has been under their 
observation since 1949. Details of the family history, 
together with a full account of the ophthalmological 
examination, are given. The patient has bilateral 
myopia of 8 dioptres, there is concentric contraction of 
the visual field, the light adaptation curve is monophasic, 
and the electroretinographic reaction is absent in both 
eyes. Full laboratory investigations have also been 
carried out, including chromatographic examination of 
the urine and electrophoretic analysis of the blood serum, 
the former revealing a high level of amino-aciduria in 
the patient and both her parents. _ 

For some years the authors have systematically exam- 
ined the blood in all cases of tapeto-retinal degeneration, 
and only once have they observed any change in the blood 
elements, namely, in the present case, in which a con- 
genital and hereditary condition known as Alder’s 
anomaly was found. This anomaly, which affects the 
physico-chemical structure of the leucocytes and which 
persists throughout life, consists in a faint blue or pale 
lilac granulation in the neutrophil, eosinophil, and baso- 
phil granulocytes and in some of the monocytes and 
lymphocytes, although the plasmocytes and erythrocytes 
are never affected; in the present case the anomaly was 
not complete, since it affected only the neutrophil granu- 
locytes. The anomaly of Alder is, like Fuchs’s gyrate 
atrophy, an extremely rare condition, and it is con- 
sequently most unusual to find an association between 
the two conditions in the same patient. The literature 
concerning the 75 cases of Alder’s anomaly so far reported 
is reviewed in some detail, and the hereditary factors are 
also considered. 

The parents of the authors’ patient were first cousins 
and also exhibited Alder’s anomaly, although they did 
not have Fuchs’s gyrate atrophy. Further investigation 
showed that 8 subjects in 4 generations of this family 
displayed the anomaly. From this study the authors 
conclude that Alder’s anomaly can be transmitted as a 
dominant,.a fact which has not been agreed up to the 
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present. They also consider that Fuchs’s gyrate choroido- 
retinal atrophy really represents the homozygous ex- 
pression of the genes of Alder’s anomaly. The isolated 
presence of these genes would, therefore, permit the 
recognition of individuals transmitting the genes of 
gyrate atrophy. J. R. Hudson 


1537. Contribution to the Study of the Inheritance of 
Marfan’s Syndrome. (Contributo allo studio dell’eredi- 
tarieta della S. di Marfan) 

L. Capotorti, R. GaAppInt De BENEDETTI, and P. 
Rizzo. Acta geneticae medicae et gemellologiae [Acta 
Genet. med. (Roma)| 8, 455-480, Oct., 1959. 12 figs., 
bibliography. 


The authors of this paper from the University of Rome 
describe an extensive pedigree of Marfan’s syndrome. 
The pattern of inheritance is that given by a mutant gene 
with variable manifestation in the heterozygote. The 
authors were able to visit and examine 16 affected mem- 
bers of the family, spread over three generations, as well 
as 21 others who were found to be unaffected. All 16 
patients had ectopia lentis, with dislocation or subluxa- 
tion of the lens, iridodonesis, and intense pupillary 
miosis. This was the most constant manifestation of the 
gene. The skeletal manifestations were more variable; 
some patients showed all the characteristic anomalies— 
a fragile and linear body build, arachnodactyly, dolicho- 
cephaly, prognathism, kyphoscoliosis, and muscular 
hypotonia; others, however, were constitutionally robust. 
Only 5 of the 16 patients visited showed evidence of mal- 
formation of the heart or aorta, but the authors note 
that most of the patients were seen in their own homes 
and it was not always possible to make a full cardiac 
investigation. Two other probably affected members 
of the family had died in young adult life of heart disease 
before the family was examined. _ 

In this family there was one instance of a marriage 
between two affected individuals who were first cousins. 
This couple had 9 children, of whom 4 were affected, 
one was normal, 3 had died in infancy before they could 
have shown signs of the syndrome, and one was still- 
born. In 2 of the 4 children affected the manifestations 
were more severe than in any other patient in the pedigree. 

C. Carter 


1538. Genetic Studies in Galactosemia. I. The Oral 
Galactose Tolerance Test and the Heterozygous State 
G. N. DONNELL, W. R. BERGREN, and M. ROLDAN. 
Pediatrics [Pediatrics] 24, 418-426, Sept., 1959. 2 figs., 
26 refs. 


In the genetic studies here reported from the University 
of Southern California, Los Angeles, the authors have 
examined the value of oral galactose tolerance tests in 
identifying individuals heterozygous for the gene which, 
in the homozygous state, causes galactosaemia. All the 
subjects tested, namely, 13 mothers, 11 fathers, and 15 
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sibs of 21 index patients with galactosaemia, were given 
a dose of 35 g. of galactose per sq. metre of body surface, 
the results being plotted as tolerance curves and also as 
indices derived by summing the values at 0, 4, 1, 2, and 
3 hours after the dose and were then compared with 
those in 33 adult and 14 child controls similarly tested. 
The mean values for both the tolerance curves and the 
indices in respect of the mothers, fathers, and siblings 
of the index cases were all above those for the controls, 
although both these values for individual relatives and 
control subjects showed considerable overlap. It is 
pointed out that in the case of the sibs this could have 
been due in part to only two-thirds of them being 
heterozygotes, but all the parents must have been 
heterozygotes, and the overlap here indicates that more 
than half those who are heterozygous for the gene show 
galactose tolerance curves and indices within the normal 
range obtained in the controls. C. O. Carter 
1539. Studies on the Heterozygous Carrier in Galacto- 
semia 
I. HuanGc, K. HuGu-Jones, and D. Yi-YuNG 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.| 54, 585-592, Oct., 1959. 18 refs. 


In this study, undertaken at Northwestern University 
Medical School, Chicago, in order to compare the relative 
merits of various procedures as a means of detecting 
heterozygous carriers of the gene causing the metabolic 
disorder which results in galactosaemia the authors 
carried out galactose tolerance tests and determined the 
serum hexose phosphate levels and galactose-1-phosphate 
uridyl transferase activity in the erythrocytes of 16 
normal subjects, 14 patients with galactosaemia, and 23 
presumed heterozygotes for galactosaemia. The mean 
value for transferase activity in the erythrocytes of 
heterozygotes was intermediate between that for the 
normal subjects and the galactosaemic patients, although 
there was some overlap in the distributions. The 
authors conclude that this procedure appeared to be a 
better discriminant of heterozygotes than either the galac- 
tose tolerance test or measurement of the serum hexose 
phosphate level after a galactose load, although because 
of the overlap the results in a single individual should 
be interpreted with caution. H. Harris 


1540 (a). Chromosomal Sex in the Syndrome of Testicu- 
lar Feminisation 

P. A. Jacons, A. G. Barkir, W. M. Court Brown, 
H. Forrest, J. R. Roy, J. S. S. Stewart, and B. LENNox. 
Lancet [Lancet] 2, 591-592, Oct. 17, 1959. 10 refs. 


1540 (b). Testicular Feminisation and Colour-blindness 
J. S.S. Stewart. Lancet [Lancet] 2, 592-594, Oct. 17, 
1959. 4 figs., 8 refs. 


In the first of these two papers from Glasgow the 
authors report the results of examining 4 cases of the 
testicular feminization syndrome in patients aged respec- 
tively 2, 10, 15, and 32 years, all of whom were apparent 
females. In 3 cases the patient was first seen for an 

‘ inguinal hernia or swelling; the fourth patient (aged 32) 
was of subnormal intelligence and had already been three 
times in hospital for the treatment of depression. Lapa- 


MEDICAL GENETICS 


rotomy was performed in the first 3 cases, while skin and 
marrow biopsy specimens were taken for examination 
in allcases. It was found that these putative females all 
had rudimentary gonads histologically characteristic of 
sterile testes, a small vagina, and no uterus or fallopian 
tubes. In the 2 older patients breast development was 
normal, but pubic and axillary hair was scanty or absent. 
The nuclear sex of each was chromatin-negative. In the 
bone marrow the great majority of the cells had the di- 
ploid number of 46 chromosomes, departures from this 
number being ascribable to artefact. Detailed examina- 
tion showed in each case the five small acrocentric 
chromosomes characteristic of the normal male. It 
thus appeared that the chromosomal constitution of these 
patients was that of the normal male, with the diploid 
number and XY sex chromosomes. 

These findings exclude the postulate that the disorder 
is associated with an abnormal number of chromosomes; 
rather they are consistent with the suggestion of Grum- 
bach and Barr that testicular feminization is associated 
with either a sex-linked recessive or a sex-limited auto- 
somal dominant gene. These apparent females are in 
fact sex-reversed males (hereditary male pseudoherm- 
aphrodites), and the sex ratios found in families reported 
by Grumbach and Barr are consistent with this view. 
Evidence previously adduced for the association of an 
abnormal number of chromosomes with the disorder 
was derived from a study of anomalies of the nucleolar 
chromocentre, but it now appears that these do not 
necessarily indicate the presence of three sex chromo- 
somes. Such chromocentres as were studied in the 
present investigation were found to be normal, but full 
examinations were not possible. 

In the second of these papers the author reports the 
presence of colour-blindness in the familes of 2 of the 4 
patients described above. The patient aged 32 was 
herself colour-blind, while her brother was apparently 
normal, although he was not examined; further data 
regarding this patient’s family were not available. In 
the second family investigated, that of the patient aged 
15, she herself, an older sister, and the mother had nor- 
mal colour vision, but a brother and a sister aged 13 
who presumptively had testicular feminization (chro- 
matin-negative) were colour-blind, while the father, who 
was dead, was reputed to have been also colour-blind. 
The author points out that the suggestion of Witschi ef 
al. (J. clin. Endocr., 1957, 17, 737) that a maternal anti- 
testis factor causes feminization of male foetuses is not 
supported, since in the families studied there are normal 
males in the sibships; further, the case reported by 
Morris (Amer. J. Obstet. Gynec., 1953, 65, 1192) in which 
a patient with testicular feminization had a normal 
twin brother seems definitely to exclude it. The presence 
of colour-blindness in some individuals with testicular 
feminization provides ancillary evidence against the hypo- 
thesis that such patients have a sex chromosome consti- 
tution XXY. The weight of the evidence therefore sup- 
ports Bonnier’s hypothesis that the malformation 1s 
associated either with a sex-linked recessive gene or with 
a sex-limited autosomal dominant gene. Further genetic 
studies will be necessary to decide which of these two 
possibilities is correct. R. H. Cawley 
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1541. A Survey of Hairdressers’ Establishments in Cen- 
tral Glasgow 

T. S. Witson and H. S. Carter. Medical Officer [Med. 
Offr] 102, 249-253, Nov. 13, 1959. 7 refs. 


Writing from the City Health and Welfare Depart- 
ment, Glasgow, the authors describe a survey made of 
50 hairdressing establishments in the centre of the city 
in 1958-9, during which swabs of items of equipment 
(usually 7 in number, including brushes, combs, and 
towels) were taken for bacteriological examination; later, 
a detailed survey of the premises was made by a public 
health inspector. Of 20 shops catering only for men, 6 
were classified as “‘ spacious ’’, 10 as “* moderate’, and 
4 as “cramped”, while the general impression of 
hygienic adequacy (based on cleanliness, care of instru- 
ments, sanitary arrangements, and conditions for the 
staff) was assessed as “‘ good” in 4, “ fair” in 14, and 
“not sufficient” in 2. Of 20 shops catering only for 
women, 5 were classified as spacious, 14 as moderate, 
and only one as cramped, while the general impression 
of hygiene was noted as good in 14, fair in 5, and not 
sufficient in one. Lastly, of 10 shops catering for both 
sexes, 6 were classified as spacious and 6 as moderate, 
the standard of cleanliness in 9 shops being good. 
Bacteriological examination of 414 items from these 
shops showed that the women’s establishments were 
bacteriologically much cleaner than the men’s; thus 
Staphylococcus aureus was isolated from 72 (34%) of 
209 items from the men’s shops, but from only 22 
(10-79%) of 205 items from women’s shops; coliform 
bacilli were isolated 25 times from men’s items, chiefly 
shaving brushes (from which Escherichia coli was 
isolated on 4 occasions), but from no article taken from 
the women’s establishments. 

The contamination of other items of equipment is 
described and discussed and suggestions are made for 


More satisfactory hygiene both of premises and equip- 


ment, particularly in the men’s hairdressing business. 
F. T. H. Wood 


1542. A Comparative Study of Media for Detection of 
Enterococci in Water 

C. C. Crorr. American Journal of Public Health [Amer. 
J. publ. Hith] 49, 1379-1387, Oct., 1959. 15 refs. 


This study, instigated by the Standard Methods Com- 
mittee of the U.S. Public Health. Service, was under- 
taken in an attempt to assess the comparative efficiency 
of the various methods available for the isolation of 
enterococci from water. Eight separate laboratories 
examined a total of 185 water samples from a variety of 
sources. The methods employed were (1) a tube dilution 
method with an azide dextrose broth (A.D.) incubated 
for 48 hours at 35° C.; (2) a tube dilution method with 
buffered azide glycerol glucose broth (B.A.G.G.) in- 
cubated for 48 hours at 37° C.; and (3) a membrane filter 


(M.F.) technique employing a selective agar called M- 
enterococcus agar. In all cases the isolation of entero- 
cocci was confirmed by the use of ethyl violet azide 
broth (E.V.A.). Presumptive coliform counts were per- 
formed in lauryl sulphate broth and positive tubes con- 
firmed in brilliant-green—-bile broth. An alternative 
method to this was based on a membrane filter technique. 
Standard dehydrated culture media were used in all the 
laboratories and the membrane filters were all provided 
by one firm. Water samples were collected in standard 
vessels and bacteriological examinations carried out 
within 24 hours of collection. Samples which could not 
be examined immediately were kept in refrigerators. 

The enterococcus counts per 100 ml. with the A.D.- 
E.V.A. method ranged from under 2 up to 1,600,000. for 
a sample of sewage. The M.F. technique with M-entero- 
coccus agar gave similar results, while the B.A.G.G. 
broth gave a lower yield of enterococci in 131 of 185 
specimens (70-89%). The M.F. method, however, gave 
lower counts for coliform organisms than the standard 
tube dilution most-probable-number method. Ratios of 
enterococcus to coliform counts ranged from 11:1 to 
0-001:1 over all samples. The ratios which existed in 
particular types of water were, however, much less scat- 
tered and median ratios of 5:1 in flowing water, 2:5:1 
in well water, 4:1 in impounded water, and 10:1 in 
sewage were obtained. These figures are not considered 
to be statistically significant, but suggest that further 
investigations may be worth while. 

The author emphasizes, after a study of factors influ- 
encing pollution, that enterococcus counts can be a 
useful adjunct to other data in the study and control of 
water supplies. 

[Many of the media employed in this investigation 
are unfamiliar in Great Britain, but there is an adequate 
list of references.] A. E. Wright 


1543 (a). Persistence of Bacteria in the Developmental 
Stages of the Housefly. III. Quantitative Distribution 
in Prepupae and Pupae 

B. GREENBERG. American Journal of Tropical Medicine 
and Hygiene [Amer. J. trop. Med. Hyg.) 8, 613-617, 
Nov., 1959. 9 refs. 


1543 (b). Persistence of Bacteria in the Developmental 
Stages of the Housefly. IV. Infectivity of the Newly 
Emerged Adult 

B. GREENBERG. American Journal of Tropical Medicine 
and Hygiene [Amer. J. trop. Med. Hyg.) 8, 618-622, 
Nov., 1959. 3 figs., 21 refs. 


These articles from the University of Illinois, Chicago, 
describe investigations into the presence of bacteria at 
various stages of development of the housefly. Previous 
studies (Greenberg, Amer. J. trop. Med. Hyg., 1959, 8, 
405 and 412; Abstr. Wid Med., 1960, 27, 155) showed a 
fall in the number of organisms present during develop- 
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ment and acute falls at the prepupal and adult stages. 
The fall at the prepupal stage is often as great as 90°% 
and the first of the present studies showed that this 
could be reproduced experimentally if the maggot was 
starved for 24 hours. The author also demonstrated that 
this starvation period occurs naturally, and the condition 
of the gut at one stage provides supportive evidence for 
this. Dissection of the developing insect revealed that 
the inner surface of the puparium becomes heavily con- 
taminated with bacteria, yet in spite of this the fly 
emerges with quite a low bacterial count. 

This point was pursued in the second study, in which 
the faeces and meconium of newly emerged flies were 
shown to yield few organisms even though the larval 
medium was heavily contaminated with known human 
intestinal pathogens. Flies maintained aseptically for 
48 hours after their emergence also had few organisms in 
their faeces (0 to 4.410! compared with 1103 in 
controls). The dissected gut of newly hatched flies was 
often sterile, compared with the normal count of 105. 
Newly emerged flies were also shown to have few bac- 
teria adherent to their surface. 

The author considers that these experiments indicate 
that a general process of gut sterilization takes place 
throughout development in the housefly and that any 
organisms persisting may do so in the thoracic trachea. 
Persistent organisms are probably too few in number to 
cause disease in man even if the larval medium is heavily 
contaminated. The fly may, however, disseminate infec- 
tious material by surface or gut colonization as soon as 
it is a free agent. A. E. Wright 


1544. Staphylococcal Cross-infection in Surgery: Effects 
of Some Preventive Measures 

W. A. V. G. ALper, G. A. J. AyLirre, J. W. 
BRADBEER, and W. WypKEMA. Lancet [Lancet] 2, 781- 
784, Nov. 7, 1959. 15 refs. 


This report from Bristol Royal Infirmary describes 
the results of measures taken to prevent staphylococcal 
cross-infection in one (the test) ward during a 2-year 
study carried out in three 28-bed male surgical wards 
(2 serving as controls) and in the operating theatre. 
Before these extra precautions were taken more than 
one-third (36-1°%) of all open wounds became colonized 
by staphylococci, usually with little or no clinical effect, 
but 77 (3-3°%) of 2,356 patients had serious staphylococcal 
infections resulting in breakdown of wounds, pneumonia, 
or urinary infection. Most of the ward infections were 
caused by a few “epidemic” strains of staphylococci 
which were resistant to several antibiotics and mostly 
belonged to Phage Group III, but there were two impor- 
tant Group-I strains, namely, 80 and 52/52A/80. Strains 
prevalent in the wards were often isolated from nurses’ 
hands and uniforms, but since the authors were never 
able to demonstrate the transference of a staphylococcus 
of any group from a nurse’s nose to a patient in her ward 
they conclude that this occurrence must be comparatively 
rare. Infections in the operating theatre, which occurred 
in 1-6°% of all wounds, were rarely caused by the multiple- 
resistant strains causing infection in the wards. It was 
noted that such strains were often carried by newly 


admitted patients and by members of the theatre staff, 
who were probably their principal sources. 

After a control period of 7 months a number of pre- 
cautions were successively introduced in the test ward 
during the next 6 months. Local antibiotic treatment of 
nasal carriers was moderately successful in suppressing 
nasal carriage of the organisms, but had no detectable 
influence on cross-infection. Disinfection with formalin 
vapour of blankets and pillows reduced settle-plate 
‘counts; however, cross-infection in the ward did not 
change appreciably, but the disinfection of blankets may 
have contributed to the reduced incidence of theatre 
infections observed among patients from the test ward. 
It is believed that contamination of the patient’s skin by 
bacteria-laden blankets and baths is an important means 
of conveying staphylococci to the theatre. The next 
measures introduced were disinfection of all crockery 
and cutlery with a quaternary ammonium compound, 
the use by the nurses of chlorhexidine hand cream after 
washing, disinfection of the barber’s brushes and razors 
with 70°% alcohol, and disinfection of the baths from 
time to time with hypochlorite and detergent. Since 
these measures had little effect the spraying of all wounds 


and dressings with a mixture of neomycin, bacitracin, ~ 


and polymyxin (“* polybactrin ’’) was then tried, where- 
upon the incidence of wound cross-infection fell from 
18-7 to 13-5°%—a real, though not statistically significant, 
reduction. About 2 months later therefore further and 
final precautions were introduced, namely, the use of a 
vacuum cleaner instead of sweeping brushes, paper towels 
instead of communal towels, hexachlorophane soap for 
patients and staff, the addition of hexachlorophane to 
bath water, and lastly a regimen for nasal prophylaxis. 
Almost immediately the rates of nasal colonization and 
of wound infection by penicillin-resistant staphylococci 
fell to about one-quarter of their previous levels. Nasal 
prophylaxis was achieved by the application, twice daily 
under supervision, of neomycin-bacitracin ointment 
(“* neobacrin ”’) to the anterior nares of all patients (but 
not nurses) from the day of admission. 

The authors stress that in the prevention of cross- 
infection in hospitals no one measure is sufficient by 


itself and that no precautions can succeed unless they 


are applied by all members of the staff thoroughly and 
with intelligent understanding of their purpose. 
H. Caplan 


1545. First Field Trial of Poliomyelitis Immunization in 
Bucharest. (The Epidemiological Effectiveness of Lépine 
Vaccine.) neppoi MpoTHB 
muomMuenuta B Byxapecte 

M. Markovic, A. KALOMFIRESKU, and V. VOL’sKU. 
Muxpoduonoeuu, Snudemuoanoeuu u Ammyxo- 
6uonozuu [Z. Mikrobiol. (Mosk.)] 30, 24-27, Oct., 1959. 
1 fig., 6 refs. 


In contrast to the usual practice in Anglo-Saxon coun- 
tries immunization against poliomyelitis in Rumania was 
carried out during 1957-8 with the vaccine prepared by 

‘Lépine at the Pasteur Institute, Paris. Lépine used live 
strains of poliomyelitis virus selected from among 4 
great number of strains for their avirulence and anti- 
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genicity in monkeys, these being subsequently grown in 
tissue cultures. The vaccine was considered to be safe, 
but hitherto had not been tested under epidemic condi- 
tions. Such an opportunity occurred in Bucharest when 
at the beginning of June, 1957, a severe outbreak of 
poliomyelitis due to virus of Type 1 occurred among the 


_ child population, the incidence reaching 40-8 per 100,000. 


As 15,863 children had been fully immunized before the 
outbreak began this group could be compared with the 
215,748 non-immunized children aged under 14 years. 
The incidence of poliomyelitis among the immunized 
children was 0-16°%% and among the non-immunized 
0-22%%. However, when these figures were broken down 
into three age groups, 0 to 3, 4 to 6, and 7 to 14 years, it 
became evident that the greatest benefit was conferred 
upon the first and third age groups, whereas in age group 
4 to 6 the incidence among immunized and non-immun- 
ized children was virtually the same, namely, 0-1 and 
0-12% respectively. In the age group 0 to 3 years the 
incidence among the immunized was 0-22°%, compared 
with 0-67°9% among the non-immunized infants. None of 
the 2,207 immunized children aged 7 to 14 contracted 


\ poliomyelitis, whereas of the 102,146 non-immunized 


children in that age group, 65 did so. These figures 
were substantially confirmed and chance results excluded 
when the results for infants up to 3 years of age domiciled 
in 16 créches where cases of poliomyelitis had occurred 
were analysed. Of 358 such children who had been 
exposed to infection for 2 to 3 weeks, 228 had been fully 
immunized (3 injections), 69 partially immunized, and 
61 were non-immunized; in these three groups paralytic 
poliomyelitis occurred in 4-3, 8-7, and 23% respectively, 
while the incidence of fatal cases was 3 times as great in 
the non-immunized group as in the fully and partially 
immunized groups. Poliomyelitis virus Type 1 was 
recovered from the faeces of about half the immunized 
children who had remained without any clinical signs 
of infection. K. Zinnemann 


1546. The Occurrence of Sensitivity Reactions to Polio- 
myelitis Vaccine in Liverpool 

A. B. SempLe, W. H. Parry, and A. GrirFitH. Medical 
Officer [Med. Offr] 102, 261-263, Nov. 20, 1959. 16 
refs. 


During the past 3 years a number of reports have been 
published of the occurrence of allergic reactions of an 
anaphylactic nature following the administration of 
Poliomyelitis vaccine. The present authors have there- 
fore investigated the incidence of such sensitivity reac- 
tions among a large number of adolescents and adults 
attending the City Health Department, Liverpool, for 
poliomyelitis vaccination over a 6-month period during 
which time a total of 42,644 injections of vaccine con- 
taining small quantities of penicillin or streptomycin 
were given. 

Among the subjects vaccinated [total number not 
made clear], who were all between 13 and 26 years of age, 
a total of 70 cases of untoward reactions, varying from 
dizziness to symptoms of circulatory collapse, following 
the vaccine injection were discovered. Of these, 22 
were attributed to fear and anxiety in an emotional 
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subject, there being no previous history of allergy, but 
the remaining 48 were thought to be true cases of an 
allergic response to the vaccine, these subjects having a 
history of asthma, hay fever, or sensitivity to penicillin. 
It is generally believed that the causative allergen is 
the small amount of penicillin or streptomycin remain- 
ing in the vaccine, this being introduced into the blood 
stream by the accidental puncture of a vein during intra- 
muscular injection of the vaccine. In the event of such 
untoward reaction the authors recommend the immedi- 
ate subcutaneous injection of 0-3 to 0-5 ml. of a 1:1,000 
solution of adrenaline hydrochloride. If no improve- 
ment occurs this dose should be repeated or the injection 
continued at the rate of 0-1 ml. per minute until the symp- 
toms subside. In an extreme emergency when recovery 
is seriously delayed the intravenous injection of 100 mg. 
of hydrocortisone may be life-saving. In cases with a 
suggestive history a preliminary skin test and the use of 
an antihistamine drug have been adopted to nullify a 
possible allergic reaction; of 22 patients with a previous 
history of allergy who were given ‘‘ anthisan ” (mepyra- 
mine maleate) some 20 minutes before the vaccination, 
20 gave a satisfactory response. R. G. Meyer 
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1547. Late Consequences of the Neurological Forms of 
Decompression Sickness 
I. ROzsaneGyi. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 16, 311-317, Oct., 1959 [received 
Jan., 1960]. 1 ref. 


The prognosis in decompression sickness was studied 
at the Institute of Industrial Medicine, Budapest, in 100 
cases occurring during the building of the Budapest 
** metro ” and followed up for 24 to 54 years. Four syn- 
dromes giving rise to a wide variety of neurological and 
psychological symptoms and signs are described: (1) mul- 
tiple focal injuries of the whole central nervous system; 
(2) multiple lesions in the cerebrum and upper brain 
stem; (3) injury to the medulla oblongata, pons, and cere- 
bellum; and (4) spinal lesions. [The original paper 
should be consulted for the detailed description.] 

The author concludes that no treatment is of any value 
except recompression, and that whether or not permanent 
damage ensues depends upon the length of time elapsing 
between decompression and recompression. 

John Pemberton 


1548. Hearing Injury Due to Noise in Workers in Small 
Textile Plants. (I danni da rumore nella lavorazione 
tessile artigiana con telai meccanici) 

A. Granati, G. FALEG, and R. Lenzi. Folia medica 
[Folia med. (Napoli)] 42, 1194-1203, Oct. [received Nov.], 
1959. 3 figs., 23 refs. 


This paper comes from a section of the Institute of 
Industrial Medicine of the University of Siena which 
deals with the study of conditions in workshops employ- 
ing only a small number of operatives. It concerns a 
number [unspecified] of small workshops making textiles 
on power-operated looms. The general ambient con- 
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ditions were very bad, space was extremely restricted, 
and the looms, which varied in number from 1 to 6, 
were often very close to each other. The structure and 
dimensions of the buildings were such as to ensure almost 
the maximum reverberation of loom noise and vibration. 
The noise level about 3 metres from the looms averaged 
between 95 and 110 db. Oscilloscopic investigation 
showed the frequency of vibration to be mainly of the 
order of 200 to 500 c.p.s. with some at 1,500 c.p.s., 
the harmonics ranging from 10 to 12,000 c.p.s. The 
noise was not continuous, but a Zeller’s diagram (acoustic 
spectrum) showed that in no case, even at 6,400 Hz, 
was the level below 90 db. It reached a peak of 110db. 
at 100 to 200 Hz, fell slowly, then dipped sharply to 
90 db. at 800 to 1,600 Hz, rose again, and then fell finall 
to 90 db. at 6,400 Hz. , 

The authors then examined 18 male and 12 female 
workers aged 21 to 70 clinically and audiometrically. 
Only 2 had had less than 8 years’ exposure and 14 had 
had more than 20 years. No special points were found 
on clinical examination, though some of the workers 
complained of recurrent headache and many of buzzing 
in the ears. Audiograms showed an early loss at 2,500, 
4,000, and 6,000 Hz which progressed with age, bone and 
air induction being equally affected. [No audiograms 
are reproduced.] Loss of hearing was naturally greater 
in older persons, but after deduction of that part con- 
sidered due to presbyacusia there was not much differ- 
ence between older and younger persons; no case of total 
deafness was found. 

The authors point out that the hearing loss in these 
artisan textile workers was similar to that found in 
industrial textile operatives, but was more widespread. 
However, the ambient conditions were so unsatisfactory 
that, coupled with the long hours worked, they were 
likely to cause fatigue which would aggravate the condi- 
tion due to noise per se. W. K. Dunscombe 


1549. Sickness Absence among Railway Clerical Staff 
D. S. PuGu, C. Gorpon, and K. Lévy. British Journal 
of Industrial Medicine (Brit. J. industr. Med.| 16, 269-273, 
Oct., 1959 [received Jan., 1960]. 1 fig., 3 refs. 


The sickness-absence experience among railway clerical 
staff was studied at the Department of Public Health, 
Usher Institute, Edinburgh. At the time of the study 
the salaries of such staff ranged from £540 a year for a 
clerk through the grade of senior clerk to £731 a year 
for a chief clerk. All grades came into Class IIIc of the 
Registrar-General’s classification. In spite of the homo- 
geneity of salary and class there were interesting differ- 
ences in sickness-absence experience. Whether sickness 
absence was measured by the episode rate, sick person 
rate, or days lost per person the chief clerks had least 
sickness absence and the ordinary clerks most. For 
example, chief clerks lost an average of 7 days a year, 
senior clerks 11 days a year, and clerks 13 days. There 
was a higher proportion of absences lasting less than 
one week and a smaller proportion of longer illnesses in 
chief clerks than in the others. 

The findings could be interpreted on the hypotheses 
that responsibility leads to less time off for illness or 
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that healthy people are more likely to be promoted than 
the less healthy. The authors consider that the data, 
although inconclusive, are in favour of the latter inter- 
pretation. John Pemberton 


1550. Radiological Appearances in the Respiratory Sys- 
tem in Workers in Sulphur Mines. (Aspetti radioligici 
dell’apparato respiratorio nei lavoratori delle miniere di 
solfo) 

V. GRAMIGNANI, F. BoNASERA, and L. FERRARI. Folia 
medica [Folia med. (Napoli)| 42, 1061-1083, Sept. 
[received Nov.], 1959. 6 figs., 23 refs. 


Workers engaged in mining raw sulphur are exposed 
to the inhalation of dust from rocks bearing pre- 
dominantly chalky sulphur, usually without free silica. 
In view of the conflict of opinion concerning the possi- 
bility of pneumoconiosis occurring in such employees 
the authors of this paper from the Institute of Industrial 
Medicine of the University of Messina examined workers 
in a sulphur mine clinically and radiologically. Both 
plain radiography and tomography in the frontal and 
sagittal planes were used, as by the latter method it was 
considered that it should be possible to distinguish 
between appearances due to thickening of the peri- 
bronchial and perivasal septa and accentuation of the 
markings through circulatory stasis. ; 

A series of 40 workers were examined whose periods 
of occupational exposure varied between 4 and 53 
(mean 25) years and whose ages ranged from 26 to 66 
(mean 45) years. All had worked both inside the mine 
and on the surface. Nearly all had chronic bronchitis, 
10 had diffuse emphysema of moderate grade, and nearly 
all complained of dyspnoea on exertion. In 19 cases the 
electrocardiogram showed evidence of some myocardial 
damage, usually chronic coronary insufficiency. In 10 
cases the plain radiograph showed a largely reticular 
appearance affecting the medio-inferior parts of the lungs, 
the apices usually escaping; in 5 cases there was micro- 
modulation with reticulation which was more marked 
at the network intersections, but was usually much finer 
than the reticulation of silicosis. The hila were con- 
stantly enlarged and thickened. The tomograms fre- 
frequently showed circumscribed emphysematous for- 
mations often not visible in the plain films. In several 
cases the tomograms helped in demonstrating that the 
accentuation of reticulation was due to overfilling of the 
pulmonary vessels. No specific factors or pleural 
changes were found, and there was no clear relationship 
between the extent of the clinical condition, the period 
of exposure, and the radiographic appearances. 

The authors consider that the congestion in the lesser 
circulation demonstrated by tomography can assume in 
the direct radiograph the appearance of reticulation, 
sometimes even with pseudonodulation which, however, 
is always different from that seen in true pneumoconiosis. 
They regard the predominant factor in the production of 
clinical radiological signs in sulphur workers to be the 
inhalation of toxic gases, mainly HSO3; with its strongly 
irritating action on the respiratory system. They do not 
consider that sulphur powder in itself and by itself is a 
causative factor. Finally they recommend that a more 
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extensive investigation be carried out on the coronary 
and pulmonary vascular changes occurring in these 
workers, which may help in diagnosis, prognosis, and 
the assessment of compensation. W. K. Dunscombe 


1551. Radiology of the Skull and Sinuses in Sulphur 
Workers. (Contributo radiologico sul comportamento 
dei seni paranasali e dell’ endocranio in soggetti addetti 
alla lavorazione del solfo) 

A. NUNZIANTE CEsARO, V. GRAMIGNANI, and F. BoNna- 
SERA. Folia medica [Folia med. (Napoli)| 42, 1153-1167, 
Oct. [received Nov.], 1959. 9 figs., 10 refs. 


Continuing their work on the clinical and radiological 
findings in workers in the Sicilian sulphur industry [see 
Abstract 1550] the authors undertook a radiological 
examination of the skull and the nasal accessory sinuses 
of 50 sulphur workers aged 26 to 59 years whose period 
of exposure to risk varied from 4 to 40 years. 

Some changes were found in the sinuses in 45 out of 
the 50 cases, the maxillary being the most often affected, 
but the lesions found had no special relation to age, 
period of exposure, or other conditions found in the 
same patient. Calcifying hyperostosis was present in 
22 cases and changes in the diploic circulation in the 
same number (but not necessarily in the same patients). 

The causes of the findings and their relationship to the 
often greatly increased basal metabolic rate which has 
been found to occur in Sicilian sulphur workers are 
discussed. A further report is promised summarizing 
all the clinical and radiological findings. 

W. K. Dunscombe 


1552. Pneumoconiosis in Carbon Electrode Makers 

A. J. Watson, J. BLacx, A. T. Doric, and G. NAGEL- 
SCHMIDT. British Journal of Industrial Medicine (Brit. 
J. industr. Med. 16, 274-285, Oct., 1959 [received Jan., 
1960]. 11 figs., 15 refs. 


The manufacture of carbon electrodes involves the 
pulverization of a mixture of coke and anthracite, mixing 
with a binding agent such as pitch, pressing into the form 
required, and baking in a furnace. Essential steps in the 
process include crushing, milling, and sieving the coke, 
anthracite, and scrap electrode material, mixing with hot 
Pitch, shaping in presses, baking the shapes, and lastly 
fettling their surfaces with hand or pneumatic drills. It 
is understandable, therefore, that at almost all stages 
much dust is produced, but in recent years elaborate 
precautions have been taken to reduce the hazard to the 
health of the workers. 

The authors have examined 15 male carbon electrode 
workers clinically and radiologically. The ages of the 
men ranged from 34 to 65 (mean 53-8) years and the time 
of their employment in this work from 104 to 39 (mean 
25-6) years. Only 2 men had previously worked in dusty 
occupations—one for 7 years as a slate dresser, the other 
for one year as a foundry labourer. Scrutiny of the 
chest radiographs revealed 5 cases of simple and 4 of 
complicated pneumoconiosis, the appearances of which 
were exactly similar to those of coal-workers’ pneumo- 
coniosis in the British Isles. The former slate dresser was 
not among these 9 subjects. 


Necropsy was performed on one of these men and on 2 
former carbon electrode workers not included in the 
above study. Two of the 3 had complicated pneumo- 
coniosis with massive fibrosis and one simple pneumo- 
coniosis, the macroscopic appearances being similar to 
those of coal-workers’ pneumocaniosis. Analysis of lung 
dust was performed on the lungs with massive fibrosis. 
After extraction with alcoholic potassium hydroxide fol- 
lowed by ashing the carbon and hydrogen content of 
the residues was determined by means of x-ray diffraction 
and particle size was estimated by electron and optical 
microscopy. The mineral matter extracted consisted of 
corundum and mullite, with traces of mica and quartz. 
As the lungs contained large quantities of carbonaceous 
matter, while quartz was almost completely absent and 
the quantity of silica (represented by mullite and mica) 
very small and unlikely to be harmful, the authors suggest 
that their findings tend to give less support to the “‘ silica ” 
theory of massive pneumoconiosis and more to the 
“** tuberculosis ” theory—especially as the lungs in one of 
these cases revealed evidence of active tuberculosis. 

W. Raymond Parkes 


1553. Studies on the Nature and Aetiology of Respiratory 
Disability in Witwatersrand Gold-miners Free of Radio- 
logical Silicosis 

M. R. BECKLAKE, S. Zw, and W. Lutz. British Journal 
of Industrial Medicine (Brit. J. industr. Med. 16, 290-296, 
Oct., 1959 [received Jan., 1960]. 1 fig., 18 refs. 


The aetiology of respiratory disability in 34 workers in 
the Witwatersrand gold mines who showed no radio- 
logical evidence of silicosis was studied at the Pneumo- 
coniosis Research Unit, Council for Scientific and Indus- 
trial Research, Johannesburg, S. Africa. No significant 
relationship was found between dyspnoea and either 
extent of previous exposure to dust or smoking habits. 
The dyspnoea was, however, correlated with airway 
obstruction and hyperventilation on effort, indicating a 
physiological rather than a psychological cause for the 


symptoms. The higher incidence of cough, sputum, 


and rhonchi in the more disabled miners suggested that 

chronic bronchitis might be the basis of the symptoms, 

but the cause of the bronchitis remained to be identified. 
John Pemberton 


1554. The Effect of Different Concentrations of Silicic 
Acid and Silica Dust on the Biosynthesis of Collagen in 
Tissue Cultures 

M. and E. HoretxovA. British Journal of 
Industrial Medicine [Brit. J. industr. Med.] 16, 286-289, 
Oct., 1959 [received Jan., 1960]. 2 figs., 18 refs. 


The ability of explanted fibroblastic cells to continue — 


producing collagen in tissue culture was employed as the 
basis of this work reported from the Czechoslovak 
Academy of Sciences, Prague. Collagen production in 
cultured embryonic chick lung tissue was measured 
quantitatively under the influence of toxic and inert 
dust and of colloidal silicic acid, which is known to 
stimulate fibrogenesis powerfully. 

Pure silicon dioxide (SiO2), inert dust in the form of 
titanium dioxide (TiO2), and silicic acid were added to 
known quantities by weight of chick embryo lung tissue 
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in an appropriate medium. These cultures, together 
with untreated controls, were examined after 4 and 8 
days’ incubation, the amount of hydroxyproline (an 
index of collagen content) and deoxyribonucleic acid (an 
indication of cellular multiplication) being measured in 
each specimen. Five independent experiments were per- 
formed to verify that this culture system was capable 
of producing collagen, as shown by the fact that the 
amount of hydroxyproline present after 8 days was sig- 
nificantly higher than before incubation. No difference 
was found in the levels of hydroxyproline between con- 
trol cultures and cultures treated with 50 to 70 mg. of 
TiO, after 8 days’ incubation. Cultures incubated with 
0-005 M silicic acid, however, showed a significant in- 
crease, whereas those incubated with 50 to 70 mg. of 
SiO, showed marked inhibition of collagen formation. 
No significant difference in deoxyribonucleic acid content 
was found between any of the cultures. 

Further experiments were then carried out, designed 
“ to elucidate the apparent incongruity of results regard- 
ing the stimulation of fibrogenesis brought about by 
silicic acid and its marked inhibition by silica dust”. 
Three different concentrations of silicic acid (0-001 M, 
0-005 M, 0-01 M) were applied in a manner similar to the 
previous experiments; the low concentration elicited no 
change in hydroxyproline content, while the intermediate 
concentration caused a significant increase and the high 
concentration inhibited collagen synthesis. An inhibitory 
concentration of silicic acid was, in addition, found to 
occur in cultures treated with SiO2 after 8 days. There- 
fore the production of hydroxyproline in cultures treated 
with 5 mg. and 50 mg. respectively of crystalline SiO2 
was investigated and compared with that in untreated 
control cultures. There was no significant difference 
between the control cultures and those treated with 5 mg. 
of SiO» after 8 days, but those treated with 50 mg. of 
SiO revealed significant (P<00-1) inhibition of collagen 
synthesis. Hence it would appear that after a certain 
critical concentration of silicic acid and SiO2 which has 
passed into solution has been reached collagen forma- 
tion is depressed, not stimulated—at least in these culture 
media. 

The authors suggest that the stimulatory effect of 
silicic acid is due to a postulated and unidentified enzyme, 
as the failure in all cultures of the deoxyribonucleic acid 
content to increase indicates that the number of cells had 
not changed significantly. W. Raymond Parkes 


1555. Hygiene Standards for Safety Zones around 
Petrol Filling Stations. o60cHopaHnne 
HEX CTaHUHi) 

CuanGc Tsru-Cuer. [ueuena u Caxumapua [Gig. i 
Sanit.] 24, 17-21, Oct., 1959. 7 refs. 


The author has investigated the concentration of car- 
bon monoxide and petrol vapour, as well as the noise 
intensity, in the neighbourhood of petrol filling stations, 
and has related the values obtained to the volume of 
petrol dispensed and the distance of the test point from 
the distribution point. Measurements were made at 
distances of 25 to 100 metres from the pumps on the 
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windward side, and also in houses situated between 21 
and 90 metres from the pumps. 

It was demonstrated that carbon monoxide was present 
in the surrounding air to a distance of 75 metres from 
the pumps, at which point its concentration was 9 mg. 
per cubic metre, while petrol vapour was present in the 
air at this distance in a concentration of 5 mg. per c. 
metre. At a distance of 100 metres from the distribution 
point the noise level was above that permissible under 
local regulations. The author recommends that no 
dwelling-house should be within 100 metres of any 
petrol station with a turnover of over 3,000 litres per 
hour, or 75 metres of stations issuing from 1,500 to 3,000 
litres per hour, or 50 metres of stations issuing less than 
1,500 litres per hour. Basil Haigh 


1556. Risks of Lead Poisoning and Their Prevention in 
the Manufacture of Accumulators. (Rischio di saturnis- 
mo e prevenzione nella fabbricazione degli accumulatori) 
A. ZAMBRANO, G. RozerA, and S. Bionpi. Folia medica 
[Folia med. (Napoli)] 42, 1168-1193, Oct., 1959. 2 figs., 
20 refs. 


This paper from the Institute of Industrial Medicine of 
the University of Naples gives a detailed account of the 
manufacture of electrical accumulators in a plant only 
3 years old fitted with up-to-date equipment, and describes 
the findings on air sampling and clinical examination of 
the workers, who numbered 60. 

The most dangerous sections were those dealing with 
the milling of the pure lead and mixing the lead oxide, 
though all the operatives were exposed to some degree of 
risk. The findings in each section of the plant are 
detailed [though the figures relate only to 41 employees]. 
In 2 workers in the mixing section the 24-hour urinary 
excretion of lead was as high as 1,240 yg. and that of 
coproporphyrin reached a maximum of 1,200 yg.; the 
blood of these workers contained not less than 2,330 
stippled cells per million erythrocytes. The highest 
blood lead levels were found in the soldering and setting- 
up section (where the formed cells are placed in the con- 
tainer case) and the highest urinary lead content in the 
mixing section. The urinary coproporphyrin values 
varied within wide limits even where the risk was greatest. 

The lead content of the air varied from nil to 3-9 mg. 
per c.m., the highest concentrations being in the mixing 
section (due to lead oxide dust) and in the section where 
the rough edges of the plates were trimmed. Fairly high 
concentrations were found even at some distance from 
the actual work site, indicating that some of the powder 
remains in suspension. The mixing section, with a high 
ambient lead concentration, contained the highest pro- 
portion of operatives with signs of lead absorption, in 
spite of the provision of full protective clothing. 
However, none of the workers had a blue line on the 
gums, and only one showed definite signs of lead 
poisoning. 

The authors conclude that there is an inherent risk of 
lead poisoning in the manufacture of accumulators and 
make a number of suggestions for its prevention, if 
cluding the possible prophylactic use of a chelating agent 
such as sodium calciumedetate (Ca-EDTA). 

W. K. Dunscombe 
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Forensic Medicine and Toxicology 


1557. The Pathology of Death from Electrocution. 
(Zur Pathologie des elektrischen Stromtodes) 

F. BoeMKE and M. Pirotu. Frankfurter Zeitschrift fiir 
Pathologie (Frankfurt. Z. Path.] 70, 1-35, 1959. 27 refs. 


From the Pathological Institute of the City Hospital, 
Dortmund, the authors present a survey of the necropsy 
findings in 100 cases of electrocution in persons aged 17 
to 40 years. The examinations had been carried out by 
70 different practitioners without any uniformity of 
procedure, terminology, or completeness. The currents 
involved ranged from 150-volt lighting current to 70,000- 
volt high-tension current and lightning. The deaths are 
subdivided into six groups according to the interval be- 
tween injury and death. 

The skin most commonly showed markings by the 
electric current, burns, or both; these might be linear 
and superficial or extend beneath the skin surface. 
Occasionally there were wounds or skin haemorrhages. 
Heat blistering, which is described under various terms, 
occurred in 15 cases and coagulation of collagen is 
mentioned. Involvement of the skeletal muscles was 
mentioned in 15 reports, waxy degeneration and heat 
coagulation each being mentioned twice. Bone injuries 
usually resulted from an associated fall, but carbon- 
ization of the tibia occurred once. 

The vascular system mostly showed hyperaemia or 
stasis, and blood coagulation was generally delayed. 
There were reports of dilatation of the whole heart, 
right ventricle alone, and left ventricle alone in 43, 10, 
and 2 cases respectively. Subepicardial and more rarely 
endocardial haemorrhages were mentioned. Cloudy 
swelling was the most common histological finding, but 
no single finding was common to all cases. In 44 cases 
pulmonary oedema was present, and coincided in 22 
cases with dilatation of the heart. There were pulmonary 
haemorrhages in 13 cases and subpleural haemorrhages 
in 21. Here some trend was noticeable in that earlier 
deaths were more frequently associated with pulmonary 
circulatory disturbance, which in most cases was inter- 
preted as being secondary to cardiac or nervous damage. 
Cerebral oedema, oedema of the leptomeninges, and 
cerebral haemorrhages were reported 17, 6, and 8 times 
respectively. Cerebral vascular congestion was noted 
in 12 cases. 

Findings in the spleen and pancreas were of no signifi- 
cance. Gastro-intestinal haemorrhages were reported 
8 times, and the liver was often noted to be hyperaemic. 
The adrenal glands of persons dying late after the injury 
often showed a low cortical lipoid content. The kidneys 
were reported on in 48 cases, in 22 of which they appeared 
normal. In the remaining 26 the lesions included cloudy 
swelling, tubular protein casts, fatty degeneration of the 
tubular epithelium, and interstitial haemorrhages due to 
circulatory embarrassment. 

“* Blectrocution ” was given as the cause of death 23 
times, even in the presence of dilatation of the heart, 


pulmonary oedema, and damage to the central nervous 
system. Death was attributed to cardiac failure 31 
times, twice in association with “‘ paralysis of the respira- 
tory centre”; generally dilatation of the heart was taken 
as a basis for this diagnosis. Ventricular fibrillation was 
given as the cause of death 7 times—3 times without 
indication of pathological findings and 4 times associ- 
ated with dilatation of the heart or flabbiness of the myo- 
cardium. Acute circulatory failure was given twice. 
Damage to the central nervous system was regarded as 
the cause of death in 13 cases (classified as “‘ central 
paralysis” or central death”’’) and paralysis of the 
respiratory centre in a further 7. In the remaining cases 
death occurred late and was attributed to protein intoxi- 
cation, renal failure, sepsis following burns, broncho- 
pneumonia, or (in one case) to pulmonary fat embolism. 
Associated pre-existing disease was usually mentioned 
as a contributory cause. F. Hillman 


1558. Pressure on the Neck 

F. E. Camps and A. C. Hunt. Journal of Forensic 
Medicine [J. forensic Med.) 6, 116-135, July—Sept. 
[received Dec.], 1959. 10 figs., 20 refs. 


Writing from the London Hospital Medical College, 
the authors review the gross anatomy of the larynx in so 
far as it concerns the pathologist and draw attention to 
the work of Batson on the vertebral plexuses as an alter- 
native route for venous -drainage of the brain in cases 
of obstruction of the main neck veins, or when the chest 
is held fixed in inspiration. Attention is drawn also to 
the ordinary conditions that may cause pharyngo- 
laryngeal engorgement simulating venous obstruction. 
[The effects of pressure on the arterial tree is not 
explored, though something is said of constriction of 
the neck. It is plainly difficult to limit the subject to 
“ pressure on the neck ”’.] 

After reiterating the standard teaching on the inter- 
pretation of skin, tissue, and hyoid or thyroid injuries in 
strangling the authors advance the theory that traction 
rupture of the hyoid may occur because “ in an attempt 
to resist strangulation ” the hyoid bone is “‘ drawn up- 
wards and immobilized very rigidly ’”’ by muscular action 
so that downward traction on the thyroid will break 
rather than move it. [This is obviously a highly tenuous 
theory.] Attention is again drawn to the misleading 
effects of post-mortem handling or dissection which 
Shapiro described in 1954. The time factor in strangu- 
lation, which has significant legal point, is also discussed, 
and the authors are against didacticism in this field: 
the neck is grasped before, at, and after death, sometimes 
continuously. 

[This is a discursive review of the effects of all classes 
of pressure upon, constriction of, blows to, and normal 
agonal or post-mortem changes in, the throat. It con- 
tains much of interest to the pathologist who practises 
in forensic fields.] Keith Simpson 
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1559. A Restatement of Anaesthetic 

J. PARKHOUsE and B. R. Simpson. British Journal of 
Anaesthesia [Brit. J. Anaesth.] 31, 464-469, Oct. [received 
Dec.], 1959. 18 refs. 


The authors of this paper from the University of Oxford 
have paused to consider how much of our anaesthetic 
inheritance is superfluous, outdated, and unscientific and 
present a case for simplification. Long-established 
techniques tend to retain a permanent position by blind 
perpetuation; controlled respiration for thoracic surgery 
and Ayre’s T-piece are cited as examples, and the recent 
challenge to the semi-closed system for neurosurgery is 
also noted. Neither the closed nor the semi-closed 
system was designed to facilitate measurement, so that 
recent discussions of deficiencies of ventilation are of 
little practical help to the clinical anaesthetist using 
such conventional apparatus owing to the wide variations 
in gas mixtures and volumes delivered to the patient. 

In choice of drug nitrous oxide has taken pride of place 
today owing to its lack of toxicity, the weakness of its 
anaesthetic action no longer being a handicap since the 
introduction of relaxants. Ether still retains the evil 
reputation for toxicity which it rightly held at a time when 
it was necessary to use it in large dosage for deep anaes- 
thesia. This reputation it no longer deserves since, in 
equipotent dosage, its effects are no more toxic or detri- 
mental than alternative agents. The manufacture, 
storage, and supply of medical gases introduce problems 
which are too often taken for granted; geographically 
such supplies may be unobtainable or unsuitable; 
hazards include the exhaustion of cylinders, the compli- 
cations of specialized apparatus, and a complete altera- 
tion of the gaseous physiology of the body. Thus to 
the necessity of denitrogenation for effective nitrous oxide 
anaesthesia is now added pre-oxygenation and, at the 
end of operation, nitrous oxide has to be eliminated with 
the possibility of diffusion anoxia. As a result of these 
and other considerations the authors make a plea for 
the use of air; its natural humidity and adequate oxygen 
content provide normal physiological requirements and 
anoxia is not masked. The addition of a non-return 
valve to the E.M.O. inhaler gives the added advantages 
of simplicity, hygiene, avoidance of soda lime, and assur- 
ance of a supply of fresh gases of known composition. 

[The authors have done well to pause and consider. 
If their plea for simplification stimulates others to do 
likewise, they will have rendered valuable service.] 

Michael Kerr 


1560. An Evaluation of Spinal Anesthesia in Obstetrics 
H. Epner. Anesthesia and Analgesia; Current Re- 
searches {Anesth. Analg. curr. Res.| 38, 378-387, Sept.— 
Oct. [received Nov.], 1959. 5 figs., 19 refs. 

In the author’s view the risk of aspiration of vomit 
during general anaesthesia in obstetric cases makes 
spinal analgesia in such cases especially valuable. He 
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reviews the results obtained at Providence Lying-in 
Hospital, Rhode Island, where an average of 6,900 
obstetric anaesthetics are given each year. During the 
period 1952-8 the percentage of patients receiving spinal 
analgesia increased from 29 to 50-1. The incidence of 
postoperative headache in a total of 18,559 cases given 
spinal analgesia was 1%. Neurological complications 
occurred in 14 patients, but these were all transient. 
Hypotension developed in 2°% of the cases. The author 
discusses the aetiology and incidence of hypotension 
and of foetal bradycardia and describes his investiga- 
tion of this condition with the aid of continuous foetal 
electrocardiography. Mark Swerdlow 


1561. Promethazine—an Adaptable Adjunct in Anes- 
thesia 

A. E. BLUNDELL, J. W. PILLIon, B. BopeLt, and F. P. 
ANSBRO. Anesthesia and Analgesia; Current Researches 
[Anesth. Analg. curr. Res.] 38, 328-331, Sept.—Oct. 
[received Nov.], 1959. 6 refs. 


The value of promethazine for pre-anaesthetic medica- 
tion was studied at St. Catherine’s Hospital, Brooklyn, 
New York, in a double-blind trial in which 100 mg. of 
the drug or a placebo was given by mouth 60 to 90 
minutes before induction of anaesthesia to a total of 
2,478 patients. A narcotic and a belladonna drug were 
injected 45 to 60 minutes before operation. It was found 
that sedation was more marked in the patients who had 
received promethazine. Equally good results were 
obtained if the promethazine was given by intramuscular 
injection. 

When promethazine was given intravenously as an 
adjuvant to general anaesthesia the dosage of thiopentone 
required was reduced. Intravenous injection of pro- 
methazine also provided satisfactory sedation in patients 
subjected to operation under regional analgesia. 

[The authors do not state how they estimated degrees 
of sedation.] Mark Swerdlow 


1562. The Pharmacology of Halothane in Man: a 
Review 

E. J. D’Arcy, M. H. Hoimpan., and J. P. Payne. 
British Journal of Anaesthesia (Brit. J. Anaesth.] 31, 
424-432, Oct. [received Dec.], 1959. 46 refs. 


The authors of this paper from the Postgraduate 
Medical School of London review the pharmacological 
effects of halothane in the light of their experience of 
halothane anaesthesia in more than 1,000 patients aged 
3 weeks to 92 years undergoing a wide range of operative 
procedures. In discussing techniques of administra- 
tion they lay great stress on the advantages of a non- 
rebreathing system with a calibrated vaporizer delivering 
a constant concentration of vapour. No semi-closed or 
closed system with a vaporizer in the circle can give a 
constant concentration; such variability may be of little 
clinical importance during spontaneous respiration be- 
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cause this can make automatic readjustments, but this 
safety factor is abolished when respiration is controlled, 
resulting in the risk of excessive concentrations. The 
authors therefore strongly recommend avoiding con- 
trolled respiration during halothane anaesthesia. Should 
this be necessary, however, the vaporizer should be 
excluded from the circle. 

In its effects on the central nervous system halothane 
follows the pattern of Guedel’s signs of anaesthesia for 
ether except for the time relationships and absence of 
excitement during induction. The main features noted 
are a rapid loss of consciousness and early depression of 
active reflexes, the stage of surgical anaesthesia being 
reached within 5 minutes. Thereafter the planes of 
anaesthesia are best judged from advancing intercostal 
paralysis. In 30 cases monitored by electroencephalo- 
graphy the authors found a more consistent correlation 
of the tracings with the blood pressure than with the 
depth of anaesthesia. They suggest that the weak 
analgesic action of halothane may be responsible for the 
postoperative restlessness which often occurs. The 
autonomic effects are potent and multiple; they include 
parasympathetic depression as shown by a reduction of 
secretions, a vagotonic action sufficient to demand 
adequate atropinization as a precaution against circula- 
tory. disturbances, and depression of the sympathetic 
system which is not yet fully explained, one important 
result being a potentiation of tubocurarine and resultant 
hypotension which calls for care. 

In contrast to earlier reports that bradycardia occurred 
during induction with halothane, the present authors 
found a considerable degree of variation in the pulse 
rate which might be due to the increased attention to 
atropinization, the lower concentrations of halothane 
employed, or both. The frequency of arrhythmias was 
no greater than in anaesthesia with other drugs and no 
serious inherent effects were encountered. Hypotension 
occurred in every case during induction, the degree 
appearing to vary with the concentration of the vapour, 
thus giving a measure of control. The blood pressure 
gradually returned to slightly below the preoperative 
level during the application of surgical stimuli. The 
authors present evidence to show that cardiac compensa- 
tion is adequate when the peripheral resistance is reduced 
by concentrations of halothane below 2% in an atro- 
Pinized subject; in higher concentrations, however, and 
especially with controlled respiration this compensation 
is liable to fail and lead to profound hypotension or 
even cardiac arrest. 

The respiratory effects of halothane are complex. It 
is non-irritant, allowing the use of high concentrations. 
Tachypnoea was consistently found, but the rate returned 
to normal with dramatic rapidity after withdrawing the 
vapour. A synchronous reduction in the tidal volume 
resulted in a slightly reduced or unchanged minute 
volume. If tachypnoea became excessive alveolar ven- 
tilation became inadequate, with a rise in arterial carbon 
dioxide tension which was often masked by the high 
Oxygen concentrations commonly used. There was also 
evidence of a depressant action of halothane on the 
Production of carbon dioxide. An absence of metabolic 
acidosis was a consistent finding; the effects of halothane 

2M 


on the blood sugar level and on the function of the liver 
and kidneys appear to differ little from those of other . 
agents. 

It is noted that it has now been established that halo- 
thane sufficiently reduces the spontaneous contractility 
of the uterus and its response to oxytocin to increase the 
risks of post-partum haemorrhage and retained placenta. 
Such an action, however, may be of benefit in cases of 
contraction ring or threatened uterine rupture. 

[The authors are to be congratulated on providing a 
comprehensive and up-to-date review for which many 
will be grateful; it fully merits study in detail.] 

Michael Kerr 


1563. Experience with Halothane (Fluothane) in More 
Than Five Thousand Cases 

J. ABAJIAN Jr., E. H. BRAZELL, G. A. Dente, and E. L. 
Mitts. Journal of the American Medical Asseciation 
[J. Amer. med. Ass.| 171, 535-540, Oct. 3, 1959. 5 figs., 
14 refs. 


In this paper from the University of Vermont College 
of Medicine, Burlington, Vermont, the results obtained 
with halothane as an anaesthetic agent in over 5,000 
cases operated on since 1956 are reported. In the first 
100 cases conventional methods were used in which the 
concentrations of halothane were unknown, but sub- 
sequently 40°% of patients received halothane in a con- 
centration of under 2% with oxygen only. Various 
combinations of drugs were given for premedication, but 
scopolamine -was always included; atropine sulphate 
was given only if bradycardia was a feature. There were 
23 deaths within 48 hours of operation in the series — 
(excluding the first 100 cases); 6 of these occurred be- 
tween 8 and 36 hours after operation and halothane was 
not responsible. One patient with a ruptured abdominal 
aorta died on the table after 44 hours when the anasto- 
mosis on the abdominal aorta was opened. No hepato- 
toxic or nephrotoxic effects were noted. 

Anaesthesia was induced with 29% halothane in 10 to 
15 minutes. Nausea, vomiting, breath-holding, and 
cyanosis were not observed and a similar concentration 
was adequate for maintenance of relaxation in 80°% of 
patients subjected to abdominal operations. For very 
light anaesthesia, as in neurosurgery, concentrations of 
0-4 to 0-6°% were adequate, and in other cases not requir- 
ing relaxation concentrations of 0-4 to 1-25°% sufficed. 
The patient responded to his name within 5 to 15 
minutes of withdrawal of the anaesthetic. Blood 
pressure readings in 317 patients showed that the maxi- 
mum fall during the first hour of anaesthesia was more 
than 20 mm. Hg in fewer than 15%. In approximately 
100 cases in which the electrocardiogram was monitored 
the incidence of arrhythmia was no greater than with 
other inhaled anaesthetics. Bradycardia was common 
and was sometimes associated with hypotension, both 
side-effects responding to intravenous administration of 
atropine sulphate. The incidence of arrhythmia was no 
higher in patients given adrenaline for infiltration during 
halothane anaesthesia than in patients not receiving 
adrenaline. 

The tidal volume and respiratory rate were estimated 
in a total of 400 cases; of these, 90°, showed less than 
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10°% deviation from the Radford normogram, and in 
most of the remainder levallorphan reversed the respira- 
tory depression. The values for end-expired pCO2 were 
in line with this. Tachypnoea was common, but was 
reduced by administration of narcotics. Compliance 
was increased with halothane as compared with thio- 
pentone-nitrous-oxide anaesthesia. With 2°% halothane 
relaxants were required for intubation in less than 5% 
of cases, although the time available for this procedure 
was less than that with ether. Bronchial and salivary 
secretions were less marked than with other agents. 

In the authors’ view it is essential to use known con- 
centrations of halothane, and the open-drop or closed 
systems are dangerous. They state that the findings of 
other workers indicate a fairly constant uptake of 10 ml. 
of halothane vapour a minute with a time constant of 
100 hours. In the present series, with a 0-to-30 ml. 
flowmeter, 10 ml. of halothane vapour was delivered 
from the kettle by passing 20 ml. of oxygen through it, 
sufficient oxygen being added in a bypass around the 
kettle to make up the metabolic need for oxygen. 

The authors conclude that halothane is a highly satis- 
factory anaesthetic agent when given by means of equip- 
ment which permits accurate control of the vapour 
concentration. Raymond Vale 


1564. Bronchospasm Associated with the Use of a Com- 
bination of Succinylcholine and Mylaxen to Produce 
Muscular Relaxation 

B. Secvin and W. S. HowLanp. Anesthesia and Anal- 
gesia; Current Researches [Anesth. Analg. curr. Res.] 38, 
332-334, Sept.—Oct. [received Nov.], 1959. 15 refs. 


Experience in the use of a mixture of “ mylaxen” 
(hexamethylene  bis-(9-fluorenyldimethyl ammonium) 
dibromide) and suxamethonium to produce muscular 
relaxation in 6 patients undergoing abdominal surgery 
is described in this paper from the Memorial Center for 
Cancer and Allied Diseases, New York. Anaesthesia 
was induced with thiopentone and maintained with 
nitrous oxide, oxygen, and ether, or with ether and 
oxygen. The muscle relaxants were given by intermit- 
tent intravenous injection of 1-5 to 10 ml. of a solution 
containing 2-5 mg. of mylaxen and 10 mg. of suxa- 
methonium per ml. 

In all the patients bronchospasm developed and per- 
sisted despite treatment, including administration of 
antihistamines, until the effects of the muscle relaxants (as 
judged by abdominal relaxation) had worn off. One 
case terminated fatally. The authors review other reports 
of the use of this combination of muscle relaxants and 
conclude that it should be avoided. Mark Swerdlow 


1565. Accidental Injection of Thiopentone into Arteries: 
Studies of Pathology and Treatment 

J. B. Kinmonta and R. C. SHEPHERD. British Medical 
Journal (Brit. med. J.] 2, 914-918, Nov. 7, 1959. 5 figs., 
18 refs. 


The authors describe animal experiments carried out 
at St. Thomas’s Hospital Medical School, London, in 
order further to elucidate the pathology of the changes, 
such as ischaemia and necrosis, which may follow the 
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accidental injection of thiopentone into an artery. In 
rabbits thiopentone solution was injected into the 
femoral artery, which was meanwhile observed through a 
dissecting microscope a short distance below the site of 
injection. It was seen that a contraction of the artery 
occurred lasting some 30 seconds, this being followed 
by a dilatation lasting about one minute. Similar 
results were obtained when the test was repeated after 
the artery had been denervated. That the thiopentone 
itself and not alkali caused this effect was shown by 
the fact that it did not occur when a buffered alkaline 
solution equal in pH to thiopentone was injected. In 
no case was prolonged contraction or arterial spasm 
observed. The production of and protective measures 
against tissue necrosis following the intra-arterial injec- 
tion of thiopentone were then investigated. Massive 
gangrene of the rabbit’s external ear was consistently 
produced by the injection of 0-2 ml. of 10°% thiopentone 
solution (equal to about 10 ml. in a human patient) into 
the central artery of the pinna. Among various pro- 
tective measures against this tissue loss which were tried 
the intravascular injection of procaine had no effect, 
but sympathetic denervation and heparinization in high 
dosage each reduced the area of necrosis and by about 
similar amounts. It was shown that the damage was 
less weaker with concentrations of thiopentone; thus 
when 2:5°%% solution was used the amount of tissue loss 
was small. 

The authors suggest that after the accidental injection 
of thiopentone into an artery, preparatory to surgical 
intervention for example, it is best to postpone the 
operation and institute intensive heparin therapy. 
Should postponement of the operation be dangerous 
sympathetic denervation of the affected limb should be 
performed. J. V. I. Young 


1566. Post-anaesthetic Vomiting and Anti-emetic Drugs 
D. S. Rosse. Anaesthesia [Anaesthesia] 14, 349-354, 
Oct., 1959. 9 refs. 


An investigation was carried out at the Westminster 
Hospital, London, to determine the effects of cyclizine, 
perphenazine, and prochlorperazine on post-anaesthetic 
vomiting. At the end of anaesthesia the patients were 
given an intramuscular injection of 5 mg. of perphena- 
zine, or 12:5 mg. of prochlorperazine, or 50 mg. of 
cyclizine. A series of patients receiving no anti-emetic 
agent were alternated with patients given perphenazine 
and served as controls. No phenothiazine derivatives 
were given to any of the patients for premedication or to 
supplement anaesthesia. The patients were observed 
for at least 6 hours after operation. 

There was significantly less postoperative vomiting 
in the perphenazine-treated patients than in the controls, 
and administration of either of the other two anti-emetic 
drugs also diminished the incidence of vomiting. It was 
noted that vomiting occurred more commonly in females 
than in males and that perphenazine was more effective 
in females and prochlorperazine in males. The relation- 
ship between postoperative vomiting and the type and 
duration of the operation, previous emetic history, and 
other factors is discussed. Mark Swerdlow 
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1567. Displacement of Fat Pads in Disease and Injury 
of the Elbow: a New Radiographic Sign 

R. C. BLepsoe and J. L. IzenstarK. Radiology [Radi- 
ology| 73, 717-724, Nov., 1959. 9 figs., 11 refs. 


Between the synovial membrane and the articular 
capsule of the elbow-joint lie pads of fat, the anterior 
pads occupying the shallow radio-ulnar fossae of the 
humerus and the posterior pad the olecranon fossa. 
At the College of Medical Evangelists, Los Angeles, the 
authors carried out experiments on the cadaver in which 
they injected the elbow-joints with water, air, and con- 
trast medium and observed the degree of displacement 
of the pads. The posterior pad is normally obscured by 
the bony structures, but lateral views taken after these 
injections showed that the distended synovial membrane 
had displaced this pad proximally and posteriorly, and 
that its contiguous inferior surface became convex, 
corresponding with the distension of the joint. With 
greater degrees of distension the soft-tissue shadow of 
the triceps tendon was observed to be bulged backwards. 
The anterior pads, which in a normal elbow are just 
visible as a single translucent structure with a straight 
anterior margin lying in front of the distal end of the 
humerus, were displaced proximally and anteriorly; here 
it was noted that the normally straight anterior margin 
became convex as a result of pressure. 

The authors consider that in the presence of any 
effusion or haemorrhage into a joint this “‘ displaced fat 
pad” sign may be of value. The radiotranslucent 
pads, by their displacement, become more prominent 
by contrast with the surrounding soft tissues. If there 
is a history of trauma such displacement may indicate 
further examination, possibly with a magnification tech- 
nique, to search for minor fractures which may not be 
visible in routine views; such fractures are particularly 
liable to affect the head of radius. It is noted, however, 
that the sign may be absent when a minor fracture of 
this type is extracapsular or when the synovium itself 
has been ruptured. R. O. Murray 


1568. Pelvic Angiography in Diseases of the Prostatic 
Gland 


A. Bossio, E. Bezzi, and L. Rosst. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
[Amer. J. Roentgenol.] 82, 784-792, Nov., 1959. 8 figs., 
14 refs. 


By retrograde iliacography the prostatic vessels can be 
Outlined and changes in the vascular pattern of the pros- 
tate in various diseases visualized. The method described 
in this paper from the Surgical Clinic and the Radio- 
logical Institute, University of Parma, consists in punc- 
ture of the femoral artery, with an arterial tourniquet in 
Position, and retrograde injection of 70% “‘ urografin ” 


(30 ml. injected in 5 seconds) under general anaesthesia. 
The procedure is carried out on both sides, but not 
simultaneously, and serial radiographs are obtained. 
The lower vesical, middle haemorrhoidal, and internal 
pudendal arteries, which chiefly supply the prostate, are 
clearly visualized; the angle formed between the first two 
is called the “‘ prostatic angle”. In prostatic adenoma 
the lower vesical artery is displaced upwards by the en- 
larged prostate and the prostatic angle thereby increased; 
the middle haemorrhoidal artery may also be displaced. 
The prostatic arteries in malignant disease become large 
and tortuous and give rise to small, irregular vessels 
running into the neoplastic area which are indistinctly 
seen in the normal prostate. There is also intratumoral 
pooling and more complete and earlier visualization of 
the venous drainage. In chronic prostatitis the appear- 
ances do not usually differ from those of the normal 
prostate, but in some cases the prostatic angle is narrowed 
and the calibre of the arteries is diminished. 
Michael C. Winter 


1569. Coronary Arteriography during Induced Cardiac 
Arrest and Aortic Occlusion 

C. T. Dorrer, L. H. Friscue, W. S. Hoskinson, E. 
KAWASHIMA, and R. W. Puiturps. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.| 104, 720- 
729, Nov., 1959. 7 figs., 25 refs. 


The possibility of surgical removal of a localized 
obstruction in the coronary arterial system depends 
largely upon the perfecting of a technique of contrast 
visualization of the coronary circulation. The methods 
used hitherto, such as the injection of a contrast agent 
into the thoracic aorta by percutaneous injection or 
through a catheter, usually fail because most of the dye 
is washed away into the systemic circulation and very 
little of it enters the coronary arteries. 

Working at the University of Oregon Medical School, 
Portland, the authors have devised an improved tech- 
nique of thoracic aortography in which the usual limita- 
tions are overcome by occluding the aorta by means of 
an inflatable balloon on the catheter and at the same 
time temporarily arresting the heart with an injection of 
acetylcholine. Under general anaesthesia a Dotter- 
Lukas catheter is passed up the right brachial artery 
until its tip lies in the aorta about one inch (2-5 cm.) 
above the aortic valve, its position being checked on 
the image-amplifying fluoroscope. At this point 5 mg. 
of acetylcholine in 20 ml. of saline solution is rapidly 
injected down the catheter and when cardiac arrest 
occurs the balloon is inflated by rapidly injecting 30 to 
40 ml. of nitrous oxide or carbon dioxide into the second 
lumen of the catheter. The contrast agent is now 
injected and serial films are taken at the rate of one per 
second. The balloon can then be deflated and the 
catheter removed when normal sinus rhythm is re- 
established. The technique has been tested several 
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hundred times on dogs and also in man [but there is no 
indication of how often it has been performed success- 
fully in human subjects]. The authors favour “ thoro- 
trast”? as the contrast medium owing to its freedom 
from causing systemic reactions. (In an addendum to 
the paper they mention a fatality in a 66-year-old man 
who was digitalized, and it is recommended that acetyl- 
choline should not be given in combination with digitalis.) 
D. E. Fletcher 


1570. Coronary Arteriography with the Aid of Acetyl- 
choline. (De l’artériographie méthodique des coronaires 
grace a l’acétylcholine) 

G. ARNULF. Archives des maladies du ceur et des 
vaisseaux [Arch. Mal. Ceur] 52, 1121-1139, Oct., 1959. 
14 figs., 4 refs. 


The author has previously described his technique of 
using acetylcholine as a means of producing cardiac 
arrest so as to permit the radiographic visualization of 
the coronary arteries by means of an opaque medium 
(Bull. Acad. nat. Méd. (Paris), 1958, 142, 661; Abstr. 
Wld Med., 1959, 25, 303). Since then he has carried 
out further research in the Physiology Laboratories of 
the Lyons Faculty of Medicine which has confirmed his 
first impressions both from the experimental and the 
clinical points of view. 

The dose of acetylcholine necessary has been found to 
vary with the weight and receptivity of the individual. 
There is a delay of 8 to 10 seconds between the time of 
injection and the moment of cardiac arrest, when the 
injection is made in the peripheral veins. The interval 
is minimal when the injection is made into the ascending 
aorta. On the electroencephalogram it has been found 
that there is no effect on the cerebral circulation when 
cardiac arrest does not last for more than 20 seconds; 
with longer periods there is a slight diminution in the 
amplitude of the waves and they appear slightly more 
slowly, but return to normal immediately at the end of the 
arrest. Atropine is an excellent and immediate antidote; 
there may be a slight delay when it is injected into the 
saphenous vein, and 20 ml. of physiological saline should 
be introduced with it to increase the circulation rate. 
When injected into the ascending aorta the effect of 
atropine is very rapid. 

In the experimental work on dogs trial injections of 
acetylcholine under electrocardiographic control were 
regarded as essential to determine the necessary dose, 
which was about 0-2 ug. per kg. body weight. Diodone 
and “ vasurix” (acetamidodiiodobenzoic acid) were 
found to be the least irritating of the opaque media, a 
30%, solution of the latter diluted with an equal quantity 
of saline being used. The injection must be very rapid, 
taking 3 to 4 seconds. The right lateral was found to be 
the best position for radiography, multiple exposures 
being made starting when 10 ml. has been injected and 
continuing until 30 ml. has been given. Up to 7 injec- 
tions have been given at the same examination in dogs. 
On 2 occasions fatal accidents occurred when a catheter 
was used to introduce the opaque medium and its tip 
was found to have entered the right coronary artery. 

The method has also been used in man on 25 occasions. 
With an individual of average stature a dose of 100 to 
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200 mg. of acetylcholine is required. The contrast 
medium is introduced by puncture of the ascending aorta 
via the left subclavicular route. The dorsal decubitus 
position has been found to be the most satisfactory, 
although the right anterior oblique position shows the 
anterior interventricular area better. General anaes- 
thesia with intubation is desirable. If the cardiac arrest 
continues more than a few seconds after the taking of 
the films 1 mg. of atropine is injected either intravenously 
or directly into the aorta. No untoward incident has 
been encountered. In most cases cardiac arrest has been 
produced twice and two injections of opaque medium 
given on the same occasion. 

A number of illustrative angiocardiograms of dogs 
and human subjects are reproduced. 

John H. L. Conway-Hughes 


1571. Wedge Pulmonary Arteriography: Its Application 
in Congenital and Acquired Heart Disease 

A. L. L. Jr., S. Saimomura, W. J. GuTurie, H. F. 
H. F. Fitzpatrick, and C. F. Becc. Radiology 
[Radiology] 73, 566-573, Oct., 1959. 11 figs., 14 refs. 


This communication from St. Luke’s Hospital, New 
York, describes a technique for the visualization of the 
small pulmonary arteries by injecting contrast material 
through a cardiac catheter wedged in the pulmonary 
artery. The technique has been carried out on 38 
patients. Animal experiments had shown that the most 
satisfactory results were obtained by injecting 2 or 3 ml. 
of 70°% “‘ urokon ” through a No. 7 Cournand catheter. 

On the basis of the resulting pulmonary arteriograms 
the authors classify patients into four groups as 
follows. (1) Those in whom the arteriogram is normal, 
these being patients who have a “ functional” murmur 
but normal pulmonary arterial pressure and blood flow 
and a normal electrocardiogram; such patients show 
well-marked arborization of the small pulmonary arteries 
with background filling of arterioles and capillaries. 
(2) Patients with congenital cardiac lesions such as a 
large ventricular septal defect, truncus arteriosus, or 
patent ductus arteriosus associated with a raised pul- 
monary arterial pressure and reduced or normal pul- 
monary blood flow; these show sparse arborization of 
the small arteries, which terminate abruptly, and there is 
no background filling. This radiological picture corre- 
lated well with the histological picture in the cases so 
examined, which showed widespread intimal thickening 
of small arteries and dilated, thin-walled, and tortuous 
arterioles. (3) Patients with atrial septal defect and 
anomalous pulmonary venous drainage associated with 
normal pulmonary arterial pressure and increased pul- 
monary blood flow, in whom the arteriogram differs 
very little from the normal, except that background 
capillary filling is possibly more evident. (4) Patients 
with mitral stenosis and elevated pulmonary arterial 
pressure secondary to high left atrial pressure; in these 
the arteriogram shows decreased arborization and sparse 
background filling, but the small arteries do not terminate 
abruptly. 

The authors conclude that the wedge pulmonary 
arteriogram provides an accurate assessment of the con- 
dition of the pulmonary vasculature and might thus be 
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of value by demonstrating apparently irreversible pul-. 


monary vascular changes which would contraindicate 
attempted operative correction of a cardiac deféct. They 
emphasize the preliminary nature of the present com- 
munication, however, and hope that recent animal experi- 
ments, using fine-grain x-ray film and higher magnifica- 
tion, will lead to the development of a technique that 
will make possible a more detailed study of the smallest 
pulmonary arteries and arterioles, which are extensively 
involved in these cases. Michael C. Winter 


1572. The Value of Arteriography in the Diagnosis of 
Bone Tumours 


B. STRICKLAND. British Journal of Radiology (Brit. J. 
Radiol.] 32, 705-713, Nov., 1959. 18 figs., 12 refs. 


Writing from the Westminster Hospital, London, the 
author points out the value of arteriography in the diag- 
nosis of bone tumours and describes the arteriographic 
findings in a series of 40 such tumours seen in the past 
18 months, of which 33 were primary growths. He 


‘recalls the arteriographic signs of malignancy, stressing 


especially the presence of: (1) pathological vessels, 
which are haphazard in distribution and show no pro- 
gressive diminution in calibre; (2) the frequent termina- 
tion of such vessels in “‘ tumour lakes ”’, that is, amor- 
phous spaces amid necrotic tumour tissue which retain 
the opaque medium for a considerable time; (3) fre- 
quent arterio-venous anastomoses, which are a major 
sign of malignancy and never occur in benign tumours; 
(4) the abrupt termination of an otherwise normal artery; 
(5) straight veins running at right angles to the normal 
venous flow; and (6) islands of avascularity within the 
tumour, presumabl¥ representing areas of necrosis. Not 
all these signs are likely to be present in a single tumour, 
and it was found that experimentally injected amputa- 
tion specimens showed greatly improved filling of the 
vessels compared with that demonstrated in studies in 
vivo. In contrast, benign tumours of bone are not 
accompanied by an abnormal vascular pattern, except 
for that resulting from mechanical displacement of 
vessels by the mass of the tumour and possibly also a 
contrast “blush” associated with local hyperaemia. 


‘Primary malignant tumours of bone cannot be differen- 


tiated with certainty from secondary tumours by arterio- 
graphy as it was noted that the vascular pattern of a 
Metastatic growth was usually similar to that of the 
primary tumour. 

Repeat arteriography after radiotherapy frequently 
Showed great diminution of the pathological features 
accompanied by the development of areas of avascularity, 
but the author has found that such an appearance of 
improvement may in fact be positively misleading. Diffi- 
culties of interpretation of the arteriogram arose par- 
ticularly in the case of slow-growing malignant tumours, 
in which a deceptively normal vascular pattern was often 
found. It is emphasized that a normal arteriogram does 
not exclude the presence of malignant change. On the 
other hand the angiographic pattern occurring in the 


case of an osteoclastoma may suggest malignancy which | 


is not, however, subsequently corroborated. It is con- 
Cluded that although arteriography cannot replace 


biopsy in the diagnosis of bone tumours, it is nevertheless 
a procedure which, while causing little disturbance to 
the patient, is of material value in differentiating the 
benign from the malignant lesion, in defining the extent 
of the tumour as well as of the involvement of neighbour- 
ing tissues, and in revealing the onset of malignancy in 
a tumour previously thought to be benign. 
R. O. Murray 


RADIOTHERAPY 


1573. Short-distance X-ray Therapy of Malignant 
Tumours of the Maxillary Antrum after Surgical Exposure. 
(La plesioroentgenterapia dei tumori maligni del seno 
mascellare, previa apertura chirurgica dello stesso) 

G. Bartu, H. BLiMvemn, W. Bricuzy, and S. GAVALA. 
Radioterapia, radiobiologia e fisica medica [Radioter. 
Radiobiol. Fis. med.] 14, 316-322, 1959. 3 figs., 19 refs. 


The authors describe a technique of short-distance 
radiotherapy of malignant tumours of the nasal sinuses 
which involves wide surgical exposure, with removal of 
part of the antral wall, to allow insertion of the x-ray 
‘tube. For limited lesions the approach is via the cheek, 
for ethmoidal involvement by a paranasal incision, for 
involvement of the mouth by removal of the palate, 
while for the most extensive lesions, involving the orbit, 
pterygo-palatine fossa, or frontal sinus, the eye is 
enucleated. Most of the growth is removed surgically 
and a Siemens pointed- or oblique-anode tube of 23 mm. 
diameter can then be inserted to treat the growth in the 
depths of the wound. Skin dosage can thus be obviated 
and high tumour doses attained because of the rapid 
fall-off of dose, which protects the normal surrounding 
tissues. Multiple fields can be used—6,000 r. per field 
in fractions of 500 to 1,000 r. over 5 or 6 days (palatal 
approach) or over 10 to 14 days (via the cheek). Lower 
dosage can also be used in combination with conventional 
external radiation. After treatment plastic repair or 
prosthetic appliances may be used to repair the gap. 

The cases treated by the authors have mostly been 
recurrences after previous treatment. Among 47 patients 
treated at least 5 years ago the 5-year survival rate was 
22%, the 10 survivors including 4 out of 10 with 
sarcomata. This technique offers a useful procedure in 
cases with otherwise poor prognosis. J. Walter 


1574. Incidence of Neoplasia after Irradiation of Thymic 


H. B. Latourette and F. J. HopGes. American Jour- 
nal of Roentgenology, Radium Therapy, and Nuclear 
Medicine [Amer. J. Roentgenol.) 82, 667-677, Oct., 1959. 
1 fig., 10 refs. 


This paper is based on a review of 958 patients who 
underwent irradiation of the thymic region between 1932 
and 1951. The irradiation was usually prescribed for 
actual or supposed thymic enlargement, and the treat- 
ment was carried out at the University of Michigan 
Hospital, Ann Arbor. The doses and techniques varied, 
but in the majority of cases about 200 rads was delivered 
3 cm. below the skin on a field of 10 x 10 cm. in a single 
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exposure. The great majority of patients were treated 
in infancy. A complete follow-up was achieved in 861 
cases and partial follow-up in 6. Of these 867 patients, 
one developed leukaemia 5 years after irradiation, one 
developed lymphosarcoma 9 years after irradiation, and 
one developed carcinoma of the thyroid gland 9 years 
after irradiation. 

No control series was available, but the authors used 
data derived from vital statistics on the incidence of these 
diseases in the general population and from other pub- 
lished series for comparison. They conclude that “ the 
incidence of lymphoblastoma is somewhat higher than 
might be expected but not significantly so”. On the 
other hand the development of thyroid carcinoma in one 
case is considered to constitute “ a statistically significant 
increase in the expected incidence rate ”’. 

Apart from malignant disease the authors note the 
occurrence of other neoplasms, such as osteochondro- 
mata in the irradiated region, but have insufficient data 
to be able to assess the significance of this finding. 

I. Todd 


1575. Techniques and Early Results of Treatment of 
Carcinoma of the Larynx and Pharynx by Supervoltage 
Radiation 

C. A. P. Woop. British Journal of Radiology [Brit. J. 
Radiol.) 32, 661-668, Oct., 1959. - 12 figs. 


The technique used and the early results obtained in 
treatment of carcinoma of the larynx and pharynx by 
x rays generated at 8 MeV. are described in this report 
from the Medical Research Council Radiotherapeutic 
Research Unit, Hammersmith Hospital, London. At 
first only the more advanced cases were treated, but be- 
cause of the excellent effects early cases were later 
accepted. At 8 MeV. the 50% depth dose is at 17 cm. 
compared with 7 cm. for 250 kV., and the peak value of 
the dose is 2 cm. below the skin instead of in it. The 
beam is better collimated and the output of the machine 
is 100 rads a minute. 

Lesions in the mouth and throat are treated through 
single fields, usually 4x4 cm., accuracy being assured 
by the use of back pointers. In the larynx the tumour 
lies in the 100°, peak-dose zone. The skin at the en- 
trance gets 10% and at the exit 85°%. No skin reaction 
occurs at the entrance point, but an erythema develops 
in the exit zone. In cases of carcinoma of the pharynx 
with lymph-node involvement obliquely arranged fields 
of larger size may be used, both the primary growth and 
the nodes then lying in a zone receiving 170°% of the peak 
dose. In the treatment of post-cricoid carcinoma two 
lateral fields 105 cm. are employed. Because of the 
anatomy the lower part of the zone receives less than the 
upper. By employing superimposed fields of decreasing 
length doses may be equated as if a wedge filter in the 
longitudinal axis were used. Doses delivered were of 
the order of 6,200 r. or 5,700 rads in 30 treatments over 
6 weeks. Because the reactions are slower in developing 
compared with the 10-g. radium-beam unit, this has been 
increased to 6,400 rads in 6 weeks. 

In the 4 months after treatment there was a good initial 
response in over 80°% of cases of carcinoma of the larynx; 
less than 18°% of primary growths and lymph nodes failed 
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to respond. The 1- and 2-year survival rates in a total of 
72 cases of carcinoma of the larynx treated up to Septem- 
ber, 1958, and classified according to the 1953 Copen- 
hagen staging are given in the following table: 


Stage I Il li IV 


Number of cases... 7" 30 20 19 3 
One-year survival: life-table 
meth 87% 11% 18% 


T3% 64% 65% = 


Two-year survival: life-table 
method .. ed 


In a total of 114 cases of carcinoma of the pharynx 
the survival rates were as follows: 


Vallecula, 
Epiglottis,| Pyriform |Pharyngeal| Post- 
Site Aryepi- Fossa Walls cricoi 
glottic 
Fold 
Number of cases... 35 36 19 24 
One-year survival: 
life-table method .. | 67% 39% 44% 30% 
Two-year survival: 
life-table method .. 52% 24% 25% 15% 


The author states that when comparable doses are 
given nodes respond to irradiation quite as well as the 
primary tumour, and that some other explanation must be 
found for the higher mortality in patients with lymph- 
node involvement. There was no evidence of bone or 
cartilage necrosis in any of the cases in the series. It is 
claimed that this practical experience confirms the clinical 
advantages which were predicted from the physical 
properties of 8 MeV. Simplified planning because of 
the improved depth dose, the sparing of the normal 
tissues due to the sharp collimation, and the absence of 
skin reactions with lessened risk of radionecrosis all 
increase the efficacy of the tre. ment and decrease the 
burden on the patient. The short treatment time as a 
result of the high output also means a greater degree of 
comfort for the patient than was formerly possible. 

I. G. Williams © 


1576. Carcinoma of the Tonsillar Area: Factors Influ- 
encing the Results of Treatment 

N. D. Tapiey, R. A. Evans, M. M. KLIGERMAN, and 
H. W. Jacox. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.| 82, 626-633, Oct., 1959. 4 figs., 22 refs. 


During the 25 years 1932-57 88 cases of microscopic- 
ally proved squamous-cell carcinoma of the tonsillar 
area were seen at the Columbia—Presbyterian Medical 
Center, New York. Of these, 7 were referred only for 
diagnosis. All the remaining 81 cases received at least 
one treatment by irradiation, which in 79 was the 
primary treatment; the other 2 patients were treated 
primarily by surgery, neither surviving 5 years. Out of 
a possible 65 patients, 21 survived 5 years, giving a crude 
5-year net survival rate of 32%, which is not significantly 
different from those obtained in other comparable series. 
An endeavour is made to determine the factors influencing 
prognosis. Presenting symptoms, extent of the disease, 
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histology, age, economic status, and treatment tech- 
nique had no influence on survival. Sex, however, did 
influence the 5-year net survival rate, which was 21% 
for males (11 out of 52) and 77% for females (10 out of 
13). 

X-ray therapy to a wide range of tumour doses over an 
equally wide range of treatment times was favoured in 
the majority of cases (62 out of 81), and in those cases 
with involvement of the lymph nodes the impression 
gained was that the metastases behaved in the same way 
as the primary tumour. Eight of the 79 patients receiv- 
ing irradiation as the primary treatment underwent 
radical dissection of the neck; 2 of these survived over 
5 years. W. Constable 


1577. Radiotherapy of Slow-healing Wounds following 
the Radical Mastoid Operation. (Pextrenorepanusa 
BAJIO paH Nocne 
Ha yxe) 

A. M. Lipxovié and A. V. Fotin. Becmunux Penmeen- 
u Paduonaoeuu [Vestn. Rentgenol. Radioll.] 
34, 14-19, Sept.—Oct., 1959. 4 refs. 


In 32 patients who had undergone the radical mastoid 
operation and whose wounds were slow to heal radio- 
therapy was tried. Complete healing of the wound 
occurred in 24 cases, in 6 there was only partial epi- 
dermization, and 2 patients showed no response at all 
to the treatment. The technical details of the irradiation 
were: 150 kV., filter 0-5 mm. Cu+1 mm. AL, and 
F.S.D. 30 cm. The field size was usually 4x4 cm., but 
occasionally 6x6 cm., while the dosage was 50 to 75 r. 
per treatment, one to 6 treatments being given, according 
to the response, at intervals of 4or 5 days. A. Orley 


1578. Treatment of Radiation Pneumonitis with Predni- 
solone 
A. C. Douctas. British Journal of Diseases of the 


Chest [Brit. J. Dis. Chest] 53, 346-355, Oct., 1959. 11 
figs., 7 refs. 


The results of prednisolone therapy in 4 cases of 
tadiation pneumonitis are described here from the 
Northern General Hospital and the Department of 
Tuberculosis and Diseases of the Respiratory System, 
University of Edinburgh. The radiographs of each 
case are reproduced and the changes in vital capacity in 
2 cases are shown in diagrams. The dosage of predni- 
solone was high initially, 40 to 50 mg. daily, and there- 
after gradually reduced. In all cases wide-field irradia- 
tion had been given over the thorax to a total dose of 
2,150 to 3,000 rads at 250 kV. 

In the first case progressive dyspnoea developed 6 
weeks after a course of radiotherapy for lymphadenoma. 
Within 24 hours of starting prednisolone there was 
improvement and after 5 months there was no dis- 
ability; the patient was alive after 2} years. In the 
second case irradiation was given for metastases from a 
seminoma; 3 weeks afterwards the patient again became 
dyspnoeic and a month later there were changes in the 
chest radiograph. Administration of cortisone resulted 
iN immediate but limited improvement and the patient 
Was therefore given a course of prednisolone. After 
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6 weeks’ treatment there was no dyspnoea on strenuous 
exertion; the patient was alive 24 years later. In the 
third case dyspnoea developed 2 months after irradiation 
for a mediastinal mass.. Prednisolone was started with 
some improvement, but later there was a recurrence of 
the original disease and an infection developed. At 
necropsy lymphadenomata were found in the lungs as 
well as some radiation pneumonitis. In the fourth case 
pneumonitis developed shortly after irradiation of the 
thorax for carcinoma of the thyroid. This case was 
complicated by the presence of some simple pneumo- 
coniosis and a super-added infection. Prednisolone 
was given with slight improvement. The patient died 
from respiratory insufficiency. 

The author concludes that patients with radiation 
pneumonitis are susceptible to secondary infections 
which are difficult to control; ideally such patients 
should be nursed in isolation. E. D. Jones 


1579, Techniques for the Intracavitary Treatment of 
Bladder Neoplasms with Radioactive Solutions Contained 
in a Rubber Balloon 

G. M. Dycue and N. R. Mackay. British Journal of 


Radiology [Brit. J. Radiol.| 32, 752-756, Nov., 1959. 
2 figs. 


At the Royal Marsden Hospital, London, intra- 
cavitary irradiation by means of radioactive fluids has — 
been employed since 1949 for the treatment of cancer of 
the urinary bladder. Multiple small mucosal tumours 
are most suitable for this type of treatment, in which 
the radioactive solution is contained in a latex rubber 
balloon. Originally radioactive sodium as sodium chlor- 
ide was used at a dose rate of 1,000 rads per hour, but 
this was associated with such severe damage to the blad- 
der wall that total cystectomy was necessary in a number 
of cases. In the most recently employed technique the 
authors now use radioactive bromine (82Br) as calcium 
bromide at a dose rate of 30 rads per hour, the total 
treatment time being 96 hours. In carrying out the 
treatment the balloon, inserted into the bladder via a 
perineal urethrotomy in males or a dilated urethra in 
females, is distended with 100 ml. of water for 2 or 3 
days in order to allow the bladder to get accustomed to 
the presence of this foreign body. The water is then 
replaced by 100 ml. of radioactive calcium bromide 
(activity 30 mc.). As this has a half-life of only 36 hours . 
it is replaced by a fresh solution after 48 hours in 
order to maintain a more uniform dose rate. The total 
y dose is 4,200 rads plus a 8 dose of 1,000 rads to the 
mucosa over the 96 hours. It was found that one 
occasional difficulty was blockage of the urine drainage 
tube, while another was that urine sometimes collected 
between the balloon and the mucosa and so led to under- 
dosing—to the extent of 60% of the estimated value. 
The dose of radiation received by the staff carrying out 
the procedure was less than 20 mr. per person per treat- 
ment. Of 20 patients so treated, cystoscopy revealed 
that in 9 all the tumours had disappeared:at 3 months. 
In other cases in which cystectomy had later to be per- 
formed the excised bladder did not show any micro- 
scopical evidence of irradiation damage. M. Sutton 
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1580. The Intracavitary Treatment of the Bladder with 
Radioactive Colloidal Gold 

G. M. Dycue and N. R. Mackay. British Journal of 
Radiology [Brit. J. Radiol.) 32, 757-763, Nov., 1959. 
5 figs., 22 refs. 


In this further paper from the Royal Marsden Hos- 
pital [see Abstract 1579] the authors discuss the treat- 
ment of bladder tumours confined to the mucosa by 
means of intracavitary irradiation with radioactive 
colloidal gold (!98Au) introduced into the bladder with- 
out a balloon. 

The advantages of this method are (1) there is no under- 
dosing owing to urine collecting between the mucosa and 
balloon; (2) there can be no difficulties arising from 
rupture of the balloon; (3) the colloid surrounds the 
papillary growths and so irradiates them from all aspects 
without exerting pressure and diminishing their blood 
supply; and (4) 90° of the surface dose is in the form of 
B radiation and thus the mucosa may be treated to a high 
dose without producing damage to the underlying tissues 
by y irradiation. The apparatus employed, consisting 
essentially of a lead-protected syringe by which the 198Au 
is instilled into the bladder without air, is described. 
The patient’s fluid intake is stopped for 18 hours before 
treatment, and a Teeman’s catheter is then secured with 
adhesive strapping so that the eye is lying just within 
the internal urethral meatus. The technique is described 
in detail. 

A surface 8 dose of 2,300 to 3,700 rads plus a y dose 
of 230 to 370 rads in 3 hours is achieved; usually three 
treatments are given, resulting in a total dose of 7,000 
to 8,000 rads fractionated over a 4- to 12-week period. 
Of 41 patients treated by this method, 8 (20%) became 
tumour-free and remained so for a period of one to 24 
years. More commonly most of the tumour was 
cleared, after which any residual neoplasm was treated by 
transurethral diathermy. In 2 cases the patient was 
unable to retain the gold colloid within the bladder long 
enough to obtain an effective dose of radiation. The 
main disadvantage of intravesical colloidal !98Au therapy 
is the very rapid fall-off in depth dose, and an isotope 
with more energetic 8 emission would be more suitable 
for this type of treatment. M. Sutton 


1581. Combined Radiation and Nitrogen Mustard 
Therapy in Hodgkin’s Disease as Compared with Radia- 
tion Therapy Alone 

J. C. Coox, K. L. and T. LeucuTia. 
American Journal of Roentgenology, Radium Therapy, 
and Nuclear Medicine |Amer. J. Roentgenol.) 82, 651-657, 
Oct., 1959. 11 refs. 


In this paper from the Harper Hospital, Detroit, the 
results are assessed of a therapeutic plan in which nitro- 
gen mustard and x-ray therapy were administered 
simultaneously to patients with Hodgkin’s disease show- 
ing evidence of generalized disease from the onset. 
X-ray therapy was administered at voltages varying 
from 200 to 500 kV. The dose of nitrogen mustard 
used was 0-1 mg. per kg. body weight daily for 4 con- 
secutive days, given in an intravenous saline infusion. 


RADIOLOGY 


Various supportive measures, including blood trans- 
fusion, were given as indicated. 
During the period 1922-57 392 patients were treated 
for Hodgkin’s disease, 347 of them being eligible for 
5-year follow-up study. Nitrogen mustard was intro- 
duced in 1946. All cases were histologically proved, 
but no attempt at staging was made. The absolute 5- 
year survival rate was 34-6%. Age had no effect on 
survival, but comparison of the group treated during 
the period 1922-40 with that treated in 1941-52 showed 
a definite improvement in the survival rate in the latter. 
Further analysis of the 212 cases treated between 1941 
and 1952 showed that the survival rate among the 110 
patients treated with x rays only (37:2%) was almost 
equal to that among the 102 treated by the combined 
method (39-:2%%). This is interpreted as indicating the 
superiority of the combined method, as this was used 
only in cases of generalized disease. An increased 3-year 
survival rate, a longer average survival of deceased 
patients, a lower first-year mortality rate, and the induc- 
tion of further remissions in patients previously treated 
with x rays only are also claimed as advantages of the 
combined technique. F. Kelly 


1582. Supralethal Whole Body Irradiation and Isologous 
Marrow Transplantation in Man 

E. D. THomas, H. L. Locute Jr., J. H. CANNON, O. D. 
SAHLER, and J. W. FERREBEE. Journal of Clinical Investi- 
gation [J. clin. Invest.} 38, 1709-1716, Oct., 1959. 3 figs., 
18 refs. 


At Mary Imogene Bassett Hospital, Cooperstown, 
New York, 2 children with acute leukaemia which was 
resistant to orthodox drugs were selected for treatment 
by whole-body irradiation, each child having an identical 
twin to serve as donor of replacement marrow. The 
first patient, a girl of 35 months, was irradiated on two 
occasions, the first with conventional x rays, the calcu- 
lated mean body-line tissue dose being 200 r., and the 
second with a cobalt unit, a dose of 1,000 r. being given. 
Marrow infusion from the twin was given after each 
irradiation, the cell total on each occasion being of the 
order of 109. On both occasions the results were satis- 
factory, there being prompt return of marrow function 
and no severe irradiation sickness. However, the 
leukaemia recurred after remissions of 66 days and 48 
days respectively, and the child died from leukaemia 
some 9 weeks after the second irradiation. 

The second patient, a girl of 4 years 9 months, received 
one irradiation only—700 r. calculated mean midline 
tissue dose—spread over 2 days. Marrow was given 
the next day, the total nucleated cells being estimated at 
4x109. Again there was no untoward reaction and 
remission lasted 18 weeks. The child was alive but 
suffering from recurrent leukaemia at the time of the 
report. 

The haematological events in each case are shown 
graphically. The authors point out that in each case 
marrow from the identical twin was readily accepted 
without reaction and with return of marrow function 
within 2 weeks; it sufficed to prevent the fatal outcome 
of the heavy dose of irradiation. E. Stanley Lee 
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Abietic acid and manganese in allergic 
diseases, 279 

Abscess, peritonsillar, primary tonsillec- 
tomy for, 45 

Absenteeism, sickness, among railway 
clerical staff, 500 

Scottish railwaymen, 157 

Accumulator manufacture, risks of lead 
poisoning in, 502 

Acepromazine, influence on action of 
methadone, 179 

Acetazolamide in salicylate intoxica- 
tion, renal response to, 159 

— — sickle-cell anaemia, 214, 297 

“* Acetylarsan ” in tropical eosinophilia, 


193 

Acetylcholine, action on heart, experi- 
mental study, 432 

—, asthma induced by, “ elixophyllin ” 
treatment, spirometric evaluation, 23 

— in coronary arteriography, 508 

— infusion in pulmonary hypertension 
and congenital heart disease, effect 
on pulmonary vascular resistance, 
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Acetylsalicylate, hypoglycaemic action, 
reappraisal, 131 

Acetylsalicylic acid, see Aspirin 

Achlorhydria, detection by tubeless 
gastric analysis with betazole hydro- 
chloride as gastric stimulant, 265 

—, protein pattern of gastric-juice 
electrophoresis in, 1 

Acne vulgaris, fatty acid composition 
of sebum in, 239 

Acromegaly, diseases of joints and spine 
associated with, 391 

Acrylic investment of 
aneurysms, 477 

“* Actase ’’, see Fibrinolysin 

ACTH, see Corticotrophin 

Adenitis, mesenteric, with ascariasis, 
185 

Adenohypophysis, cell counts in thy- 
roid disorders, 173 

Adenoidectomy, effect on deafness in 
children, 218 

Adenoma and adenomatous hyper- 
plasia of adrenal cortex in hyper- 
tension, histological study, 429 

— of insular tissue of pancreas, diag- 
nosis and treatment, 49 

Adenomatosis, pulmonary, 
during life, 460 

Adenovirus, studies in U.S.S.R., 5 

Adolescents, pleural effusion in, bron- 
choscopic findings, 100 

Adrenal cortex adenoma and adeno- 
matous hyperplasia in hypertension, 
429 

—— function, effect of cholinolytic 
substances on, 356 

hypnotics on, 4 

thyrotoxicosis and myx- 
oedema, 222 

— — Thorn’s test of, evaluation, 
225 


intracranial 


diagnosis 
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Adrenal function tests, reliability of, 464 

— lipoids in schizophrenia, post-mor- 
tem histological study, 487 

— secretion of aldosterone, control 
studied by cross-circulation experi- 
ments in conscious sheep, 225 

Adrenalectomy in Cushing’s syndrome, 
ad tumours manifested after, 


hieousliiads, action on heart, experi- 
mental study, 432 

— content of adrenal glands of rats 
with alloxan diabetes, influence of 
insulin on, 223 

_, intravenous, in carcinoid syndrome, 
causing facial flushing, 391 

— response in relation to thyroid hor- 
mone level as diagnostic test for 
thyrotoxicosis, 222 

Aerosols in chronic pulmonary emphy- 
sema, intermittent positive-pressure 
breathing with, 216 

Age and coronary artery disease, effect 
on postural po? Ri of peripheral 
circulation, 38 

Agglutination, latex test, in rheuma- 
toid arthritis, clinical significance of 
thermolabile inhibitor of, 228 

— tests in rheumatoid arthritis, com- 
parison, 228 

— titre, differential, in juvenile rheu- 
matoid arthritis, 400 

— — — — —, comparison with 
that in in adult, 400 

Air disinfection by hexylresorcinol in 
day nurseries, 246 

— passage through hypopharynx in 
unconscious patients in prone posi- 
tion, 254 

— pollution in fog in London, winter 
1958-9, 418 

— spores, numbers and types in Lon- 
don and rural district, 105 

Alcohol and chlorpromazine, combined 
effect on coordination and judgment, 


434 

Alcohol-intolerance syndrome in Hodg- 
kin’s disease, 40 

Alcoholism, see also Delirium tremens 

—, chronic, cerebellar atrophy of late 
cortical t in, 314 

—, —, disulfiram treatment, acute psy- 
chosis during, 141 

—,—, restricted form of cerebellar 
cortical degeneration in, 478* 

—, elect iogram of cardiomyo- 
pathy of, 376 

Aldosterone, adrenal secretion of, con- 
trol studied by cross-circulation ex- 
periments in conscious sheep, 225 

— antagonism, clinical and metabolic 
effects, 465 

—in oedema, abnormal response to, 
465 

Aldosteronism, primary, review, 391* 

Alkali treatment of barbiturate poison- 
ing, 159 
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Allergy, 22-3, 105, 195-6, 279, 369 
—, food, as cause of recto-colitis, 374 
—, hexadecadrol treatment, 22 

—, mast cells in bronchial connective 
tissue, importance, 105 ; 

— reaction, acute, steps toward a bet- 
ter understanding, 369* 

— to drugs, in vitro tothe for study 
of serum reactions to known allergen 
or hapten in, 196 

— — gum arabic in printers, 75 

— — weed pollen, 22 

Alloxan, effect on sensitivity of central 
nervous system to cholinomimetic 
agents, 358 

N-Allyl-morphinan tartrate, psychoto- 
mimetic action, 141 

Alopecia areata, triamcinolone treat- 
ment, efficacy and side-effects of 
prolonged administration, 145 

Manian s disease, electroencephalo- 
graphic abnormalities in, 474 

Ambulation, early, effects on course of 
nephritis in children, 332 
—, energy expenditure during, evalua- 
tion of assistive devices, 403 

Amino-acids in arterial and hepatic 
venous blood in portal cirrhosis, 29 

Aminoaciduria, clinical significance, re- 
view, 370* 

Aminophylline, see Theophylline ethyl- 
enediamine 

p-Aminosalicylic acid and isoniazid in 
non-cavitary pulmonary tu 
sis, 440 

— —, toxic reactions to, 271 

Amiphenazole, influence on action of 
methadone, 179 

Ammonia as source of gastric hypo- 
acidity in uraemia, 219 

— metabolism in healthy infants and 
those with idiopathic hyperbili- 

rubinaemia, 148 

— —, peripheral, mechanism and im- 
portance, 107 

Amodiaquin in rheumatoid arthritis, 


400 

intestinal, puromycin with 
and without phthalylsulphathiazole 
in, 21 

phenanthroline-quinone 
carbazone treatment, 21 

Amphetamine sulphate, effect on ath- 
letic performance, 94 

Amyl nitrite in diagnosis of systolic 
murmurs, 449 

— — — differentiation of Fallot’s tet- 
ralogy and pulmonary stenosis with 
intact ventricular septum, 32 

Amylase, serum, estimation in differen- 
tial diagnosis, 348 

Anaemia, haemolytic, acquired, clinical 
and biological study, 118 

—,—, —, in chronic lymphocytic leu- 
kaemia and the lymphomata, 119 

—,—, —, morbid anatomy, 118 

in, 118 
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Anaemia, haemolytic, folic acid defici- 
ency in, 118 
haptoglobin content of serum 


_in, 428 
ypochromic, chronic, proteolytic 

activity of gastric juice in, 348 

— in kwashiorkor, 18 

——renal insufficiency, cobaltous 
chloride treatment, effect on thyroid 
function, 213 
—, iron-deficiency, in infancy, compli- 
cated by copper and protein deple- 


pplementation of 

iron sw ta ° 
for, pregnancy, foli 
—, megalo tic, oO: cy, ic 
acid deficiency and pathogenesis of, 


457 

— = rheumatoid arthritis, correlation 
of iron metabolism disturbances and 
erythrocyte production and destruc- 
tion in, 213 

—, pathogenesis in Hodgkin’s disease, 
120 

—, pernicious, cyanocobalamin and 
purified intrinsic factor in treatment, 
119 

—, —, genetic factors in predisposition 
to, 153 

—, —, inhibition of intrinsic factor by, 
214 

—,—, intestinal absorption of liver- 
bound radioactive cyanoco! 
in, 296 

— neurological complications, 295 

—, —, oral cyanoco and desic- 
cated hog duodenal 
296 

—, —, protein of gastric- 
juice electrophoresis i in, 

—, —, “ residual alkalinity ” of gastric 


extract in, 


—, sickle-cell, acetazolamide treat- 
ment, 214, 297 

—,—, oxyhaemoglobin dissociation 
curve in, 384 

regnancy in, 41 

esia for cardiovascular surgery, 
a function during, 421 

— — Fredet-Rammstedt operation, 


164* 
tilation for maintenance 
of, 162 
—, neurosurgical, controlled respira- 
tion in, 163 
— , principles of, restatement, 504 
—, segmental epidural, as first choice, 
161 
—, spinal, relation of o tive position 
to incidence of af 
162 


—, upper airway obstruction in, 342 
pe apparatus, sterilization of, 


a an and bases, comparative acute 
toxicity of, 179 

Anaesthetics, 76, 161-4, 252-4, 342, 

gesia, pethi- 

dine and antagonist in, 420 

—, spinal, in obstetrics, evaluation, 504 

Analgesics in rheumatoid arthritis, effi- 
cacy tested with sequential proce- 
dure, 433 


Aneurysm, acute dissecting, of aorta, 
diagnosis and selection of patients 
for surgery, 209 
—, cerebral, ruptured, brain changes in, 
259 
ng of internal carotid 
artery, clinical features and natural 
history, 476 

—, intracranial, acrylic investment of, 
477 

—,—, association with cerebral angi- 
oma, 475 

—,—, cerebral vasospasm in angio- 

graphy for, 255 

—, —, of vertebral and basilar arteries, 

ru ture and surgical treatment, 475 
circle of Willis, early surgical 
232 

— — vertebral artery, 406 

—, ruptured, of supraclinoid portion of 
internal carotid and of middle cere- 
bral arteries, 232 

Angina of effort, penta-erythritol tetra- 
nitrate, “ ‘ recordil ” , and iproniazid 
in, comparative clinical , 208 

— pectoris, functional, due to atrio- 
ventricular block, 37 

——in thyrotoxicosis, 48 

marsilid ” treatment, 291 
physiological and biochemical 
— of coronary circulation in, 
381 

—-—, plasma catechol amine concen- 

tration in, 34 


— —, variant form of, 290 

Angiocardiography, see also Cine-angio- 
cardiography 

— in study of great-vessel involvement 
in lung carcinoma, 78 

Angiography, cerebral, in children, 
radiological aspects, 343 

— for intracranial aneurysm, cerebral 
vasospasm in, 255 
—, pelvic, in prostatic disease, 507 

Angioma, cerebral, association with 
intracranial aneurysms, 475 

“ Anicaine ”, effect on adrenocortical 
function, 356 

Anisindione, anticoagulant properties, 7 

Anorexia nervosa, sexual symbolism in, 
experimental investigation with sub- 
liminal stimulation technique, 142 

Anoxia, enceph of, 231 

“ Antabuse ’’, see 

“ Anterior tibial syndrome”, clinical 
features, 210 

Anthracosis, bronchiolar proliferation 
and metaplasia in, 3 

Antibiotic cream, nasal, for nursery 
outbreak of staphylococcal infection, 


70 

— residues in milk after treatment of 
mastitis in cows, 96 

— treatment, clinical side-effects, ro 

Antibiotics, action on human ‘inter- 
costal nerve-muscle complex, 421 

—, — — immunity, 176* 

— from cultures of Actinomyces vio- 
laceus, antiviral action, 11 

—, persistence in serum in acute renal 
failure, 359, 360 

—,— — — — hepatic cirrhosis, 360 

—, reactions to, importance in venere- 
ology, 365* 

Antibody production, effects of total- 
body irradiation on, 77 

— response after splenectomy, 89 
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Anticholinergic drugs in functional 

diseases, cli evalua- 
on, 2 

properties of anisin- 
dione, 7 

— therapy, control by plasma-clotting 
time in siliconized glass tubes, 257 

— —, — — prothrombin time of capil- 
lary blood, 427 

— —, — — thrombotest, 427 

— —, failure due to further thrombo- 


Anticoagulants, comparative study of 
action as registered by thrombo- 
elastograph, 356 
—, effect on recanalization of experi- 
mentally thrombosed veins, 116 


—, prothrombinopenic, comparative 
study, 266 

Anticonvulsive drugs, severe side- 
effects of, 139 


Antigen, effect on mast cells and hista- 
mine content of sensitized guinea-pig 
tissues, 279 

ay genetic study, 245 

Antigen-antibody complexes, change 
of optical rotation by formation of 
skin reactive complexes by, 264 


Antihistamine drugs, see Histamine — 


antagonists 
timalarial drugs in Sjégren’s syn- 
drome, 57 
Antirheumatic drugs, assessment of 
methods of evaluation, 135 
Anuria, acute, leucocyte count in, 46 


Anxiety, intractable, prefrontal leuco- 


tomy in, 328 

— neurosis, hydroxyzine to relieve 
associated tension, 488 

henazine and sodium amylo- 
barbitone i in, comparison, 326 

Aorta aneurysm, acute dissecting, diag- 
nosis and selection of patients for 
surgery, 209 

— arch, congenital kinking of, 375 

— atherosclerosis in negroes in Haiti 
and United States, 210 

— coarctation, histological study, 4 

— occlusion, induced, coronary ete 
graphy during, 507 

— stenosis combined with mitral steno- 
sis, 378 

, haemodynamic results of sur- 
gical treatment, 205 

— —, severe, clinical features and sur- 
gical treatment, 378 

——, —, in adults, evaluation and 
surgical treatment, 379 

— —, subvalvular, acquired, 375 

— —, —, surgical treatment, 375 

Aortography, see Cine-aortography 

Apnoea, prolonged, after suxa- 
methonium-modified electric convul- 
sion therapy, 68 

Arachidonic acid % serum cho- 
lesterol response to, 2 


atrial fibrillation, after 
mitral valvotomy, aetiology and pre- 
vention, 380 ; 

— complicating toxic goitre, thyroid 
ablation for, 392 

jar, un rogressive hypothermia, 

drug cc » 432 
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Arrhythmia, noradrenaline treatment, 
37 

calciumedetate in, 113, 287, 
381 

Arterial disease, obstructive, of lower 
limbs, functional test for peripheral 
arterial insufficiency in, 39 

Arteries, brachial, reactivity to vaso- 
constrictor drugs in hypertensive and 
normotensive subjects, 455 

—, carotid, occlusion, clinical and elec- 
troencephalographic findings in, 316 

—, cerebral, insufficiency due to extra- 
cranial arterial occlusion, surgical 
treatment, 317 

—_—-, occlusion of, thrombolysis with 
fibrinolysin in, 233 

—, with ischaemic infarc- 
tion, swelling of brain after, 233 

—, coronary, see Coronary 

—,internal carotid, 
aneurysms of, clinical features and 
natural history, 476 

—,——, stroke associated with elon- 
gation and kinking of, segmental 
resection for, 476 

—,— mammary, bilateral ligation in 
coronary heart disease, clinical 
evaluation, 115 

— — — — thrombosis, 452 
_—, intracerebral, smaller, in cerebro- 
vascular disease, 60 
—, peripheral, acute and chronic occlu- 
sion, serum glutamic oxalacetic trans- 
aminase activity in, 292 

—,—, insufficiency, vasodilator pro- 
perties of.isoxsuprine in; 292 
—, pulmonary, coarctation causing 
pulmonary hypertension, 383 

~-, —, hypoplasia of, 121 

a, —, stenosis with ‘intact ventricular 
septum, amyl nitrite in differentia- 
tion from Fallot’s tetralogy, 32 

—,— trunk, structure at different 
ages and in pulmonary hypertension 
and pulmonary stenosis, 84 

—, vertebral, aneurysms of, 406 

Arteriography, coronary, analysis of 
results, 79 


—_—— , during induced cardiac arrest | 


and aortic occlusion, 4 


—,—, technique, 79, 4 


—,—, with aid of 508 

_ "in diagnosis of bone tumours, 509 
—, intracranial, in cerebrovascular 
disease, 406 

— of artery, percutaneous 
subclavian puncture in, 422 

—, percutaneous retrograde, in obliter- 
ative vascular disease, 78 
—, pulmonary, een op in congenital 
and acquired heart disease, 508 
—., selective, in coronary dilatation and 
constriction, 177 

—, subclavian retrograde, in thyroid 
disease, 129 

Arterioles, intracerebral, in cerebro- 
vascular disease, 60 

Arteriosclerosis, coronary, hydrochloro- 
thiazide in, 177 

— mortality in United States, possible 
relation to industry, 73 

— obliterans, “ vasolastine” treat- 
ment, 39 

Arteritis, diffuse, after steroid therapy 
of rheumatoid arthritis, 56 

—, hypertensive fibrinoid, of brain and 
gross cerebral haemorrhage, 83 

—, temporal, prognosis and effect of 
steroid therapy, 477 
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intracavernous | 


Arthritis, see also Osteoarthritis; Peri- 
arthritis; Polyarthritis 
—, non-specific, in children, 398 

— of ulcerative colitis, 468 
—, rheumatoid, active immobilization 
in correction and prevention of de- 
formity in, 472 

—,—,— phase, serum glycoproteins 
in, 310 

—,—, amodiaquin treatment, 400 

—,-—, anaemia in, correlation of iron 
metabolism disturbances with ery- 
throcyte production and destruction 
213 


—, analgesics in, test of efficacy 


using a sequential procedure, 433 
—— clinical neurovascular manifes- 


tations, relation of rheumatoid factor | 


in serum to, 56 
significance of thermolabile 
inhibitor in latex-fixation test in, 
22 


| —,—, corticosteroid therapy, com- 


parative study, 135 

—,—, corticotrophin treatment, 229 

—,—, cortisone analogues in, 228 

—,—, dexamethasone treatment, 229, 
311 

—,—, diagnosis by mastic fixation 
reaction, 469 

—, = — of difficult and early cases, 
4 

—,—, divorce and, relationship be- 
tween, 468 

—, —, haemagglutination reaction in, 
effect of chrysotherapy followed by 
chloroquine therapy on, 401 

—, oa hereditary serum groups and, 
4 

—,—, p-hydroxyphenylbutazone 
treatment, 399 


—,—,in older patients, radiological - 


_ study, 312 

—, —, juvenile, see also Still’s disease 

—,—,— and adult, comparison of 
differential agglutination titre in, 400 

—,—, —, differential agglutination 
titre in, 400 

—, —, local application of intermittent 
pressure in treatment, 472 

—, —, nucleoprotein-latex agglutina- 
tion test in, 401 

—,—, pathogenesis of rupture of ex- 
tensor tendons at wrist in, 230 

—,—, phenylbutazone and metabolite 
I in, comparative effects, 135 

—, —, — suppositories in, 3 

—, —, — treatment, re-ev: 
untoward effects, 133 

—,—, polyneuritis in, 
pathological study, 134 

—,—, prednisolone and aspirin or 
other analgesics in, comparative 
study, 399 

—,—, relation of common antigenic 
factor in cocci to, 228 

—, —, rheumatoid factor in, 397 

—,—, sanatorium treatment, 230 

—, —, sheep-cell and latex agglutina- 
tion tests in, comparison, 228 

—,—, steroid therapy, long-term, 55 

—,—,— —, vascular lesions and, 56 

—, —, — —, withdrawal symptoms, 


229 
—, excretion of acid poly- 
saccharide in, 349 
yperostotic discosomatic 
vertebral, 134 
— in acromegaly, 391 
Ascariasis with mesenteric adenitis, 185 


uation of 
clinical and 
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comparative 7 
— fumigatus in sputum, clini- 
signifi 


cal and immunological cance, 
217 
Aspirin, effect on skin response to 
_ application of “ trafuril”’, 
17 


— in rheumatoid arthritis, comparison 
with prednisolone, 399 
Asthenia, vasoregulatory, 

physical training in, 402 
Asthma, see also Status asthmaticus 
—, acetylcholine-induced, ‘“‘ elixophyl- 

iin” treatment, spirometric evalua- 


effect of 


tion, 23 
— , chronic, oral theophylline com- 
pounds i in, 369 


=, dexamethasone treatment, 279, 369 

—'due to sensitization by poplar- -tree 
pollen, 3 
—, effect an atropine smoke on lung 
function in, 196 

—,— bronchodilators on pulmon- 
ary ventilation and diffusion in, 92 

—, hexadecadrol treatment, 22 

— in children, follow-up study, 22 

— — —, lung during symp- 
tom-free periods, 2 
—, manganese and * abietic acid in, 
279 
—, oral prednisolone treatment, 195 
—, psychosomatic aspects, 196 
—, pulmonary denervation and resec- 
tion in, 196 
—, spasmodic, body section radio- 
graphy in evaluation and differentia- 
tion from chronic hypertrophic em- 


—with respiratory tract infection, 
prophylactic gamma-globulin treat: 
ment, 23 

“ Atarax” , see Hydroxyzine 

Ataxia, cerebellar, and oe of 
basal ganglia, drug therapy, 59 

Atheroma, ester acids 
in, 426 

Atherosclerosis and deficiency of essen- 
tial fatty acids, 425 
—, cerebral, development in various 
age groups, 259 

coronary and aortic, in negroes of 
~ Haiti and United States, 210 

—, diagnosis and prognosis, 
lipid determination in, 30 

—, distribution and severity in major 
arteries, necropsy studies, 350 

—, hypercholesterolaemia and, inter- 


relationship, 115 

—, long-term study in ~ 
in Framingham, Mass., 2 

—, thyroid function i in, 39 

Athetosis, congenital bilateral, motor 
deficit in, 243 

Athletic ormance, effect of am- 
phetamine sulphate on, 94 

Atropine smoke, effect on lung function 
in asthma and emphysema, 196 

Attention, electroencephalographic 
study of. mechanism, 3 313 

** Aturbane ”’, effect on salivary secre- 
tion, 358 

Autoimmune disease, modern immuno- 
logical concepts, and pathology of 
immune response, 425* 

** Azopyrine”’ in chronic ulcerative 
colitis, 446 


nal | Ascites in hepatic cirrhosis, side-to-side ° 
1a- portal shunt in, 284 
— — liver disease, control by chloro- 
in- 
ing | 
# 
pil- 
| 

- | 
ob- 
of 
bo- 
eri- 
ive 
ide- 
sta- 
‘pig 
nge 
. of 
line 
yn- 

of 
lieve hysema, 167 
ylo- 
iag- 

for 
laiti 
rio- 
eno- 
sur- 
sur- 
and 
y | 
1xa- 
vul- 
cho- 
liver 
after | 
pre- | 
roid | 
ricu- 
mia, | | 


516 


Ba-11391 in nasal congestion, 218 

Backache, chronic lumbosacral strain, 
physiotherapy and manipulation in, 
472 

Bacteria, pathogenic, persistence in 
developmental stages of house-fly, 
155 

—,—~, primary isolation by enzymatic 
digestion of tissue, 354 

Bacteriaemia, staphylococcal, correla- 
tion between studies in vitro and 
antibiotic therapy in, 262 

Bakery workers, ambient conditions 
and occupational disease of, 250 

Barbiturate poisoning, alkalinization 
of plasma and urine in treatment, 
159 

Barbiturates, influence on adrenocorti- 
cal function, 49 

Barium as contrast medium in broncho- 

aphy, 343 

** Basoflex ”’, effect on heart rate, blood 
pressure, cardiac output, and coron- 
ary blood flow, 90 

B.C.G. prophylaxis of tuberculosis in 
adolescents, 271 

— sarcoidosis, 15 

— vaccination and depot lepromin test, 
20 

mae complications at different ages, 
363 

— —, effect of isoniazid on immunity 
induced by, 99 

—-—J$in contacts of tuberculous pa- 
tients, follow-up study, 363 

id age, 363 

— —, review, 363* 

— —, safety and efficacy, critical re- 
view, 15 

Behaviour changes induced by injec- 
tion of urine from schizophrenics, 143 

—, delinquent and psychopathic, stress 
reactivity in relation to, 481 

— disorder, post-encephalitic, in chil- 
dren, 152 

— patterns after glutamic acid in men- 

. tal retardation, 65 


———@ 


Bell’s palsy, pathogenesis and treat- 


ment, 404 

Bemegride, effect on recovery time 
after thiopentone anaesthesia, 162 

Berylliosis, specificity of beryllium 
patch test in, 1 

Betazole hydrochloride as gastric 
stimulant in detection of achlor- 
hydria by tubeless gastric analysis, 
265 

oral, gastric hydrochloric acid 
secretory response to, 265 

Bilharziasis, see Schistosomiasis 

Bilirubin, see also Hyperbilirubinaemia 

— level in serum of erythroblastotic 
infants after exchange transfusion, 
148 

Biopsy, needle, of peritoneum, tech- 
nique, 25 

Birth injury, intracranial, glutamic 
oxalacetic transaminase and lactic 
dehydrogenase activity in plasma 
and cerebrospinal fluid in, 330 

Bladder carcinoma, intracavitary irra- 
diation with radioactive fluids, 512 

——,— treatment with radioactive 
colloidal gold, 511 

— re. supervoltage rotation irradiation 
of, 344 

Blanket laundering and sterilization, 
hospital trial, 155 

Blastomycosis, pulmonary, clinical 
manifestations, 386 


Blebs subpleural, indications for 
and contraindications to surgical 
treatment, 43 

Blindness due to retrolental fibroplasia, 
development of children born with, 


244 

—_ ammonia levels in hepatic coma, 
2 

— — — — Laennec’s cirrhosis, clinical 
significance, 28 

—, arterial and hepatic venous, amino- 
acid content in portal cirrhosis, 29 

— circulation, see Circulation 

— coagulation factors in disseminated 
sclerosis, 320 

— —, thrombelastographic method of 
recording, 172 

— flow, coronary, effect of * basoflex ” 
on, go 

——, —, nitrous-oxide method of de- 
termination, 208* 

——, pulmonary, effects of stimula- 
tion of carotid body chemoreceptors 
on, 456 

—_—,—, — — — — — sinus baro- 
receptors on, 456 

— — relationships in pulmonary fibro- 
sis, 388 

— —, renal, effect of hypertension on, 
293 

——~, systemic and coronary, com- 
— in healthy males and females, 
383 

— groups, ABO, and fertility in a nor- 
mal American population, 245 

——,—, relation to gastric acid and 
pepsin production, 199 

—  — in acute rheumatism, 397 

— — substances, secretion in rheuma- 
tic fever, a genetic requirement for 
susceptibility, 226 

— mucoprotein level in neurological 
disorders, 258 

— picture in acute amoebic dysentery 
and amoebic liver abscess, 21 

— plasma alkalinization in barbiturate 
poisoning, 

— — coagulation time in siliconized 
glass tubes, determination in anti- 
coagulant therapy, 257 

— platelets, life span, clinical studies 
with radioactive-phosphorus-labelled 
di-isopropylfluorophosphonate, 428 

— pressure, see also Hypertension; 
Hypotension 

—-—, arterial, in men over sixty, 
109 

—  — changes during emotion, 321 

— — — — halothane anaesthesia, 421 

— —, effect of ‘‘ basoflex ” on, 90 

— — gradient, diastolic, between left 
atrium and left ventricle in mitral 
stenosis, 379 

— —, left atrial, diagnostic value in 
mitral valvular disease, 450 

— —, portal venous, effect of diuretics 
on, 448 

——, — —, — — intra-abdominal 
pressure on wedged hepatic vein 
pressure and intrasplenic pressure in 
measurement of, 448 

—  —, pulmonary arterial, correlation 
with radiological picture in mitral 
stenosis, 379 

——, systolic, of infants, practical 
method of measurement, 71 

— —, venous, during anaesthesia, 164 

— protein composition, relation to 
intravascular erythrocyte aggrega- 
tion, 83* 
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Blood serum electrophoretic pattern of 
myeloma type in conditions other 
than myelomatosis, 258 

— sugar and utilization, 
effects of insulin and tolbutamide on, 
129 

— transfusion apparatus, ‘haemolysis 
of stored bl mixed with isotonic 
dextrose-containing solutions in, 384 

—-— in carbon monoxide poisoning, 
159 

— volume in acute 
determination with radioactive-chro- 
mium-labelled erythrocytes, 124 

Body fluid alterations during develop- 
ment of and recovery from hypo- 
natraemia in heart failure, 37 

— temperature at different sites during 

hypothermia, 30 

— — regulation in men, effect of fever 
on, 81 

— weight of mentally defective boys, 


321 

Bone age studies in Klinefelter’s and 
Turner’s syndromes, 335 

— atresia, bilateral, of posterior nares © 
in newborn infants, surgical treat- 
ment, 150 

— changes in adult cretins, 305 

— disease, metabolic, tubular reab- 
sorption of phosphate in differential 
diagnosis, 445 

— growth of mentally defective boys, 


321 

— in Still’s disease, radiological changes 
and their reversibility, 136 ; 

— lesions of childhood leukaemia, 
radiological picture, 80 

—— — urticaria pigmentosa in chil- 
dren, 146 

— marrow, homologous, transfusion 
after whole-body irradiation in leu- 
kaemia in remission, 344 . 

— —, isologous, transplantation with 
whole-body irradiation in acute 
leukaemia, 512 

see Tuberculosis, skele- 


— tumours, arteriographic diagnosis, 


509 
Bowen’s disease, relation to systemic 
carcinoma, 239 
Brachial plexus block for hand surgery, 
161 


Brain, see also Cerebrovascular disease; 


Electroencephalogram; Encephalo- 
graphy; Encephalopathy; Menin- 
gitis 


— angioma associated with intra- 
cranial aneurysms, 475 

— arteries, see Arteries, cerebral 

— atrophy, so-called presenile, cerebral 
circulation in, 322 ‘ 

—, cerebellar atrophy of late cortical 
type in chronic alcoholism, 314 

—, — dyssynergia, myoclonic, see Dys- 
synergia 

— changes in ruptured cerebral aneu- 
rysm, 259 | 

—cortex biopsy, histological and 
chemical study, 84 

— demyelination, acute disseminated, 
in lymphosarcoma, 350 

—-—in disorders of reticulo-endo- 
thelial system, 350 

— disease, precocious puberty as symp- 
tom of, 138 

— embolism, natural history, prognos- 
tic signs, and effects of anticoagu- 
lants, 60 
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Brain haemorrhage, see Haemorrhage, 
cerebral 

—, hypertensive fibrinoid arteritis of, 
and gross cerebral haemorrhage, 83 

— infections causing oesophago: 
and gastromalacia, 106 

— lesions in posterior fossa, ‘‘ panto- 
paque ” ventriculographic localiza- 
tion, 166 

‘mesencephalic, anatomical con- 
siderations in early diagnosis, 61 

—-—, sweat patterns and skin tem- 
peratures with, 313 

— Tesponses to flicker in episodic head- 
ache, 231 

— scars, simple, structure and mechan- 
ism of formation, 83 

— stem, functions of reticular forma- 
tion of, and clinical problems, 314 

-- =, vascular insufficiency in spinal 
trauma, 408 

— swelling after ischaemic infarction 
with arterial occlusion, 233 

—, toxoplasmic encephalopathy, 270 

— tumours, association of lesions of 

upper alimentary tract with, 106 

— —, diagnosis from examination of 
cerebrospinal fluid, 257 

— — in corpora quadrigemina, clinical 
signs and morphology, 315 

—-—- corpus callosum, diagnostic 
difficulties and mistakes, 316 

lateral cerebral ventricles, 
ae and radiological diagnosis, 
31 

— — — third ventricle, psychical dis- 
turbances due to, 139 

oe , phosphohexose isomerase acti- 
vity in cerebrospinal fluid in, 170 

— —, transaminase activity in cerebro- 
spinal fluid in, 169 

disease, see Cerebrovascular 


in angiography for intra- 

cranial aneurysm, 255 

Breathing, see Respiration 

Bretylium tosilate, pharmacological 
study, 91 

152, absorption and excretion, 


3 

Bromsulphalein movement in de- 
compensated portal cirrhosis, 2 

Bronchiectasis, bronchiolar prolifera- 
tion and metaplasia in, 3 

—, chronic, sweat test in, 122 

— in children, clinical and pathological 
aspects, 150 

—., partitional respirometry in, 121 

—, pulmonary function tests in, 44 

—, severe, pulmonary resection on one 
or both sides for, clinical and physio- 
logical evaluation, 42 

Bronchiole proliferation and metaplasia 
in bronchiectasis, pulmonary infarc- 
tion, and anthracosis, 3 

Bronchitis and chronic bronchorrhoea, 
bronchographic aspects, 387 

— in gold-miners free of radiological 
silicosis, 501 

—, chronic, antibodies to Haem. influ- 
enzae in, 387 

—,—, prevalence, nature, and patho- 
genesis, 387 

—,—, respiratory symptoms and diag- 
nosis in a working population, 300 

—,—, sputum examination in, 44 

—, —, sweat test in, 122 

—,—, with pneumonitis and conges- 
tive heart failure, electrolyte excre- 
tion in, 42 


Bronchitis in foundry workers, geo- 
graphical study, 419 
—, partitional respirometry in, 121 

Bronchodilators, effects on pulmonary 
ventilation and diffusion in asthma 
and emphysema, 92 

medium in, 3 

bonate suspensions as contrast media 
in, 7 

Bronchoscopy in pleural effusion in 
children and adolescents, 100 

Bronchospasm with use of “ mylaxen ” 
to produce muscle relaxation, 506 

Bronchus abnormalities after primary 
tuberculosis, 99 

— carcinoma, a for, 388 

— —, pathological factors in prognosis 
after surgical excision, 299 


— epithelium of smokers and non- 


smokers, histopathological compari- 
son, 2 
Bulla, patterns of dis- 
turbed lung function in, 299 
Burns, fluorometholone treatment, 491 
— of oesophagus due to sodium hy- 
droxide, prednisone treatment, 26 
Busulphan, see Myleran 


Caesarean section, pulmonary hyaline 
membrane due to contamination of 
lungs by blood-laden amniotic fluid 
after, 242 

Calcium, see also H ia 

— chelating agent in cardiac a 
mias, 113 

— chelation, effect on arrhythmia and 
conduction disturbances, 287 

— excretion, assessment from urinary 
calcium/creatinine ratio, 171 

— level in serum of infants born to 
mothers with diabetes or in pre- 
diabetic state, 330 
ne ” in rheumatoid arthritis, 


Candida, spread in infants and children, 
in rheumatic 
ect of prednisone and dexa- 
methasone on, 227 
Carbimazole in thyrotoxicosis, com- 
parison with methimazole, 126 
Carbocain, subcutaneous injection, re- 
action of rabbit’s skin to, 8 
Carbohydrate metabolism, effect of 
vitamin B, on, 36 
rotein-bound, content of serum in 
diabetes, 224 
Carbolonium bromide, muscle-relaxing 
properties, clinical studies, 358, 421 
Carbon dioxide absorbers, early history 
and developments in design, 163 
— — balance during chest surgery, 163 
— electrode makers, pneumoconiosis 
in, 501 
— monoxide content of tissues as guide 
to physiological status before death, 
160 


— — poisoning, blood transfusion in, 
159 

——-—, chronic, cardiovascular sys- 
tem in, 251 

— — —,, clinical and pathological find- 
ings in, 231 

— — —, urinary elimination of carbon 
monoxide in, 341 
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Carbonic anhydrase inhibitors, effect 
on course ‘of sickle-cell disease, 41 
Carbutamide, oral, mechanism of ac- 
tion, 308 

Carcinoid heart disease, 202 

— syndrome, facial flushing produced 
by intravenous adrenaline and nor- 
adrenaline in, 391 

Carcinoma, see also or affected 
—, acid mucopolysaccharide excretion 
in urine in, 2 

— antigen, Schultz-Dale anaphylactic 
test for, 345 

— immunology, recent studies in, 169 

—, psyc osomatic aspects, 484 
—, survival time in, psychological fac- 
tors and, 142 

systemic, of Bowen’s dis- 
ease to, 239 


Cardiomyopathy, electro- 
cardiogram of, 376 

Cardiomyotomy, 
sphincter after, 26 

Cardiovascular disease, thyroid func- 
tion in, 31 

— sur; , renal function during anaes- 
thesia for, 421 


— system, 30-9, 109-17, 

375-83, 449-56 
tis, rheumatic, relation of experi- 

mental cardiac granulomatosis to, 
22 

—,—, valvular surgery in young pa- 
tient with, 111 

Catechol amines, action on heart, ex- 
perimental study, 432 

— —, concentration in plasma in myo- 
cardial infarction an angina pec- 
toris, 34 


202-12, 


, urinary excretion in absence of 

known chromaffin tumours, 307 

Catheterization, left heart, in assess- 
ment of mitral valvular disease, 205 

* Catron ”’, see JB-516 

— dermatitis, chemical aspects, 


see Brain 

Cerebrospinal fluid, cholesterol and 
cholesterol ester content in dissemin- 
ated sclerosis, 63 

coagulation factors in dissemin- 
ated sclerosis, 320 

— — examination in diagnosis of intra- 
cranial tumour, 257 

— —, mucoprotein level in neurological 
disorders, 258 

—w—neuraminic acid content in 
schizophrenia, 486 

— —, phosphohexose isomerase acti- 
vity in patients with brain tumours, 
170 

——, transaminase activity in acute 
and chronic neurological diseases, 170- 

——,——— patients with brain 


therapy, problems of, 477 
— —, intracereb arterioles in, 60 
intracranial arteriography in, 


4 

— —, natural history, 60 

— —, serum lipid and cholesterol levels 
in, 317 

— —, smaller intracerebral arteries in, 
60 

Chemotherapy, 10-11, 96, 180-1, 
359-60 

—, effect on tal lesions in pri- 
mary tu is in children, 100 
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Chemotherapy in pulmonary tuber- 
culosis, allergic and toxic reactions, 


272 
Chest radiography, biphasic, in investi- 
gation of lung function, 7 
balance 


— surgery, carbon dioxide 
during, 163 

Chiasma optica, glioma of, radiological 
manifestations, 343 

Chicken-pox, electroencephalogram in, 

361 

Children, see also Infants 
—, acute leukaemia in, radiotherapy of 
complications, 424 

—, asthmatic, follow-up study, 22 

—, —, lung volumes during symptom- 
free periods, 22 

— blind from retrolental fibroplasia, 
development of, 244 

—, bone lesions of urticaria pigmen- 
tosa in, 146 

—, bronchiectasis in, clinical and 
pathological aspects, 150 
—,cerebral angiography in, 
logical aspects, 343 

—,— palsied, see Palsy, cerebral 

—, chronic pulmonary tuberculosis in, 
advances in treatment, 364 

—,— ulcerative colitis in, follow-up 


study, 71 

—, controlled hypothermia in, 30 

—, deaf, effect of adeno-tonsillectomy 
in, 218 
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Chlorambucil in chronic lymphocytic 
and granulocytic leukaemia, com- 
ison with “‘ myleran ”’, 298 
a prophylactic, for in- 
wen rm after premature rupture 
of membranes, dangers, 414 
Chloride, cobaltous, in anaemia associ- 
ated with renal insufficiency, effect 
on thyroid function, 213 
6-Chloropurine in acute leukaemia, 
with 6-mercaptopurine, 


after chrysotherapy in 
rheumatoid arthritis, influence on 
haemagglutination reaction, 401 

— diphosphate in malaria, 444 

— in Sjégren’s syndrome, 57 

Chlorothiazide, alone and with theo- 
phylline hydrate, diuretic action and 
side-effects, 94 

— analogues, diuretic action, 
parative study, 433 


com- 


| —, diuretic action, comparison with 


radio- | 


—, delayed progressive nerve deafness | 


in, 302 


—, delinquent, separation from mother | 


and, 140 

—, generalized endogenous mycosis in, 
270 

—, hiatus hernia in, natural history, 242 

—, Hodgkin’s disease i in, clinico-patho- 
logical study, 416 

—,infectious diseases of, electro- 
encephalography i in, 361 

—, — neuronitis in, 332 
—, Jeukaemic, radiological picture of 
bone lesions i in, 80 

—,—,relation of diagnostic ante- 
natal x-irradiation to, 77 

—, lipoblastomatosis of, 261 

—, mentally defective boys, height of, 
321 

—, miliary tuberculosis in, antibac- 
terial drug treatment, 101 

—, nephritis in, effects of early ambu- 
lation on, 332 

—, non-specific arthritis in, 398 

—, otogenic meningitis in, 301 

—, pancreatic function changes with 
pneumonia and acute rheumatism of, 


72 

—, partial thoracic stomach in, 414 

—, pleura! effusion in, bronchoscopic 
findings, 100 

—, refusal to go to school, 494 

—, schizophrenia of, and Heller’s dis- 
ease, differential diagnosis, 323 

—,— —, effect of tryptophan loading 
on indole excretion in, 486 

—,— —, initial signs and symptoms, 
410 

—, so-called mixed form of nephritis 
and nephrosis in, differentiation and 
treatment, 415 

—, syringomyelia in, 138 

—, undernourished, effect of dietary 
supplement of non-fat milk on 
growth of, 330 

—-, whooping-cough in, incidence and 

significance of leukaemoid reaction, 98 


dihydrochlorothiazide, 8 

—,—and antihypertensive effects, 
interrelationship, 8 

—, effect on renal excretion of electro- 
lytes and free water, 93 

—,— — response to noradrenaline in 
mild hypertension, 454 

—,— — urinary water and electrolyte 
excretion, comparison with hydro- 
chlorothiazide, 93 

— in hypertension, 116 

— — —, mode of action, 38 

—  — liver cirrhosis, neuropsychiatric 
complications, 447 


| — treatment, acute pancreatitis after, 


267 

— —, effect on serum uric acid and 
uric acid excretion, 178 

Chlorotrianisene with androgen, action 
on nitrogen retention in old age, 445 

Chlorpromazine and alcohol, combined 
effect on coordination and judgment, 
434 

— in chronic. schizohprenia, effect on 
and psychiatric be- 

aviour, 66 

— — myoclonic cerebellar dyssynergia, 
405 

— — schizophrenia, effect of massive 
doses on behavioural changes, 409 

—, influence on action of methadone, 
179 

—,—-— pathological emotions and 
sexual unrest, 327 

— jaundice, liver-cell necrosis in, clini- 
cal and histopathological study, 429 

—, mechanism of action, 434 

— photosensitivity and contact derma- 
titis, 411 

—, single dose, hypnotic and residual 
psychological effects, 268 

Chlorpropamide in diabetes, 223, 308, 
395 

—-— —, comparison with metahex- 
amide and tolbutamide, 52 

Chlortetracycline, intravenous, and 
with corticosteroids in visceral 
syphilis, 442 

Choanal atresia, congenital, 150 

Cholangiography, operative, 423 

Cholera, water and electrolyte studies 
in, 366 

Cholesterol, see also Hypercholesterol- 
aemia 

—and cholesterol ester content of 
cerebrospinal fluid in disseminated 
sclerosis, 63 


Cholesterol level in serum, effect of 
arachidonic acid and ingestion on, 24 

— — — — in cerebrovascular disease, 
317 

— — — —, methods of estimation and 
values in random samples of popula- 
tion, 426 

Cholesteryl ester fatty acids in 
atheroma and plasma, 426 

Cholinomimetic agents, effect of insulin 
and insulin-inhibiting substances on 
sensitivity of central nervous system 
to, 358 

Chorea, corticosteroid treatment, 310 

—, Sydenham’s, relation of isolated 
recurrences to preceding strepto- 
coccal infections, 132 

Choroid plexus, cauterization in com- 
municating hydrocephalus, follow- 
up study, 406 

Chromite dust, toxic effects, experi- 
mental study, 158 

Chromium distribution and retention in 
man and animals, 249 

Chromosome abnormalities in leukae- 
mia, 334 

—anomaly causing human “ super- 
female ”’, 334 

— variations in mongolism, 335 

Chymotrypsin, parenteral, in pulmon- 
ary tuberculosis, 187 

“Ciba 13,155’ in spastic paraplegia, 
313 

Cine-angiocardiography, technique and 
results, 167 

Cine-aortography for visualization of 
aortic valve and coronary arteries, 


167 

Circle of Willis aneurysm, early surgical 
treatment, 232 

Circulation, cerebral, in so-called pre- 
senile cerebral atrophy, 322 

— changes in foot ulceration in leprosy, 
367 

—, coronary, effect of vitamin By, on, 
36 

—,—, in coronary artery disease or 
increased ventricular work, action of 
nitroglycerin on, 35 

—,—,— health and in mild cardiac 
conditions, action of nitroglycerin 

—,—, physiological and biochemical 
aspects of disorders of, 381 

— in normal subjects, effect of digoxin 
on, 266 

—,intra- and extra-cardiac shunts, 
detection by isotope technique, 376 

—, left-to-right cardiac shunts, indica- 
technique for location of, 
37 

—, peripheral, alterations in hepatic 
coma, 28 

—,—, effect of age and coronary 
artery disease on postural adjust- 
ment, 38 


—; » pulmonary, morphological aspects 


pathology of, 260 

Cirrhosis, see Liver 

Claudication, intermittent, vasodilator 
drugs in, clinical evaluation, 292 

Clerical staff of railways, sickness 
absence among, 500 

Coagulase determination in Haemo- 
philus pertussis, 5 

Cobalt sulphate, influence on thyroid 
function, 221 

Coe virus, properties and prevalence in 
Great Britain, 354 

Coeliac syndrome due to giardiasis, 331 
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Cold, common, morbidity survey in 
Denmark, 437 

Colitis, see also Recto-colitis 

—, ulcerative, and carcinoma, clinico- 
pathological study of survivors, 29 

—, —, arthritis of, 468 

—,—, chronic, articular manifesta- 
tions, 284 

—,—, —, in children, follow-up study, 
71 

—, —, —, salicylazosulphapyridine in, 
critical analysis, 446 

—,—, correlation of effects of treat- 
ment with electrophoretic patterns 
of serum proteins in, 285 

—, —, development of colon carcinoma 
in, 373 

—,—,electrophoretic patterns of 
serum proteins in, 285 

—,—, erythema nodosum in, 201 

—,—, functional and anatomical 
changes in liver in, 29 

—,—, in relation to ankylosing spon- 
dylitis, with note on vertebral venous 
system, 136 

—,—, intravenous propantheline in 
diagnostic radiology in, 255 

—, —, liver disease in, 201 

—,—, pregnancy and, 374 _ 

—,—, radiological changes in, patho- 
logical basis, 168 

—, —, rectal hydrocortisone in, 201 

—, —, toxic megacolon in, 285 

Collagen biosynthesis in tissue culture, 
effect of different concentrations of 
silicic acid and silica dust on, 501 

— diseases involving thorax, clinical 
and radiological signs, 57 

— —, nucleoprotein-latex 
tion test in, 401 

Colon, see also Megacolon 

—carcinoma and ulcerative colitis, 
clinico-pathological study of survi- 
vors, 29 

— —, development in ulcerative colitis, 
373 

— disease, intravenous propantheline 
in diagnostic radiology, 255 

Colour blindness and_ testicular 
feminization, 496 

— coding in drug evaluation, 265 

Coma, electroencephalograms during, 


agglutina- 


404 

—, hepatic, biochemical, blood gas, and 
peripheral circulatory alterations in, 
28 

Commissurotomy, see Valvotomy 

Complement consumption test in de- 
tection of leucocyte antibodies, 172 

Confusional states in elderly patients, 
general medical aspects, 236 

Connective tissue, immuno-histological 
study, 345 

Constipation, anticholinergic drugs in, 
clinical evaluation, 25 

Convulsion therapy, electric, actual and 
simulated, predictive and concomi- 
tant variables related to improve- 
ment with, 328 

— —, —, after failure of tranquillizing 
drugs, 327 

——,—, circulatory response to, 
modification by thiopentone, 68 

— —, —, deaths associated with, 68 

— —, —, learning ability during a 20- 
treatment course, 490 

——,—, straight and modified, con- 
trolled trial, 490 

——,—, suxamethonium-modified, 
prolonged apnoea after, 68 


Cooling, see Hypothermia 

Coombs’s test in tuberculosis, 15 

Copper depletion complicating iron- 
deficiency anaemia of infancy, 494 

Cor pulmonale due to pulmonary tuber- 
culosis, heart failure in, 188 

~— — in congestive heart failure, 209 

Cornification of skin, electron-micro- 
scopic study of cellular changes in, 


239 
Coronary arteriography, see Arterio- 
graphy 
— artery dilatation and constriction 
visualized by selective arteriography, 


—— — disease and age, effect on pos- 
tural adjustment of peripheral circu- 
lation, 38 

— bilateral internal mammary 
artery ligation in, 115 

death rates in relation to 
diet, international statistical study, 


5 

———, effect of nitroglycerin on 
coronary circulation in, 35 

———, — — “ triparanol”’ in, 114 

—-— factors associated with de- 
velopment of, 289 4 

—-—-— in Seventh-day Adventists, 
417 

— — —, obesity and, 382 

—— parenteral magnesium sul- 
phate in, 452 

—-—-—-,role of heredity, diet, and 
emotional stress in, 382 

— — —, serum lipid levels and, effect 
of bilateral ovariectomy on, 382 

— — —, surgical treatment, review of 
literature, 114* 

— — —, radioactive-iodine-labelled 
fat in study of lipid handling in, 290 

— atherosclerosis in negroes of Haiti 
and United States, 210 

— blood flow of normal and diseased 
hearts, effects of theophylline ethyl- 
enediamine on, 177 

— circulation, physiological and _ bio- 
chemical aspects of disorders of, 381 

— sclerosis, history of, 452* 

— thrombosis, bilateral ligation of in- 
ternal mammary arteries in, 452 

——, long-term anticoagulant treat- 
ment in general practice, 206 

— vasomotor activity in man and ani- 
mals, arteriographic study, 452 

“ Cortibiotic ” in otitis externa, 389 

Corticotrophin in flexion spasms, 333 

— — hypsarrhythmia, 332 

—-—proteinuria of adolescents and 
adults, 46 

—-— pulmonary sarcoidosis, relapse 
after, 300 

— — rheumatoid arthritis, 229 

— — — long-term study, 55 

— — — —, vascular complications, 56 

Cortisone in chorea, 310 

—— gonococcal and non-gonococcal 
441 

— treatment, resolution of glomerular 
lesions in nephrotic syndrome with, 
261 

Costen’s syndrome, reinterpretation, 

oI 

mastitis in, antibiotic residues in 
milk after treatment, 96 er 

Creatinine plasma level and creatinine 
clearance as tests of renal function, 
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Cretinism in adults, bone changes in, 
305 

—, sporadic goitrous, 464 

Cross-infection, staphylococcal, in sur- 
gery, effects of preventive measures, 


498 

Croup, infectious, haemad tion virus 
Type 2 and influenza A virus associ- 
ated with, 149 


Culture media for detection of entero- | 
cocci in water, 497 : 

Cushing’s syndrome, differential diag- 
nosis and complications, 125 

—-—, ocular manifestations of pitui- 
tary tumour in, 463 

— —, pitui tumours manifested 
after adrenalectomy for, 391 

— —, radioactive-yttrium irradiation: 
of pituitary in, metabolic changes 

Cyanocob in and purified intrinsic 
factor in pernicious anaemia, 119 

—in amyotrophic lateral sclerosis, 
failure, 319 

— level in blood in liver disease, 200 

—, oral, and desiccated hog duodenal 
extract in pernicious anaemia, 296 

— preparation, long-acting, experi- 
mental and clinical study, 7 

—, radioactive, liver-bound, intestinal 
—e in pernicious anaemia, 
29 

Cyanosis as guide to arterial oxygen 
desaturation, 386 

—, congenital, long-term results of 
operations for, 110 

Cyclizine, effect on post-anaesthetic 
vomiting, 506 

Cycloserine in pulmonary tuberculosis, 
439 

— — _urinary-tract infections, 461 

Cyst, multiple air, of small and large 
intestine in infancy, 72 

—, spinal extradural, aetiology and 
symptoms, 59 

Cystine content of nails, correlation 
with severity of koilonychia, 214 


Da Costa’s syndrome, effect of physical 
training in, 402 
“ Darenthin ”’, pharmacological study, 


gt 
“ Dartalan” in mental deficiency, 
Parkinsonism after, and occurrence 
of oculogyric crises in identical twins, 


322 
DDT in house-spraying, health hazards, 
249 
Deafness as part of hereditary syn- 
drome, 45 
—., effect of adeno-tonsillectomy on, 215 
—, functional, diagnosis by modern 
masking techniques, 389 
yed ive, in chil- 


—, nerve, dela 
dren, 302 

—, stapes mobilization in, follow-up 
study, 218 

—, sudden, and Bell’s palsy, 302 

—, traumatic conductive, in temporal 
bone fracture, surgical treatment, 
302 

Deanol in depression, migraine, and 
tension headaches, 434 

Death associated with electric convul- 
sion therapy, 68 

— from arteriosclerosis and hyper- 
in United States, industry 

» 73 


of 
24 | | 
Se, | | 
nd | 
la- 
in 
lin 
on | 
em 
| | 
ted | | 
a | 177 | 
} | 
m- | 
yw- 
| 
in 
ae- 
er- 
on- 
ia, 
nd | 
} 
of 
ies, 
cal 
re- | 
sy, | 
on, 
or 
of 
iac 
rin 
xin 
its, | 
76 | 
of, 
itic | 
ary 
ist- 
cts : 
tor | 
ess 
no- | | 3 
oid 
» in 258 
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Death rate from co: artery disease 
in relation to diet, international statis- 
tical survey, 35 

~— — of young widows, epidemiological 
aspects, 247 

pathological reports for, 
33 

Decamethonium, mode of action, 9 

Decompression sickness, late conse- 

aoe of neurological forms, 499 

inquency, mother-child separation 
and, 140 
—, stress reactivity in relation to, 481 

Delirium tremens, physiological basis 
of treatment, 322 

Delusion, paranoidal, effect of rational 
discussion on strength of, 66 

ae. diagnostic cortical biopsy 
in, 84 
——, presenile, of Pick type, electro- 
encephalographic abnormalities in, 


474 

vation, abbreviated electro- 
diagnostic tests of, 137 

Deoxycortone in oedema, abnormal 
response to, 465 

Depression, clinical syndromes in, 482 

—, deanol treatment, 434 

—, diagnostic test and assessment 
based on changes in salivary secre- 
tion, 140 
effect of phenothiazine combina- 
tions in, 2 37 
—, imipramine treatment, 487 
—, iproniazid in, ical and bio- 
chemical study, 326 

—, “leprol”’ tablets in ambulatory 
treatment, 144 

—, mild, hydroxyzine relief of associ- 
ated tension, 488 

——, neurotic and psychotic, sedation 
threshold in, 482 
_, perphenazine and sodium amylo- 
barbitone in, comparison, 326 

Depressive syndromes, iproniazid treat- 
ment, 

Dermatitis, atopic, triamcinolone treat- 
ment, efficacy and side-effects of pro- 
longed administration, 145 
—, contact, and chlorpromazine photo- 
sensitivity, 

—, —, histology in diagnosis of patch 
tests, 411 

— due to cement, chemical aspects, 

, generalized atopic, oral prednisolone 
treatment, 195 

— in -miners, 157 

— of hands, alkali neutralization and, 
412 

—, seborrhoeic, fatty acid composition 
of sebum i in, 239 
—, serum proteins in, 411 

Dermatoglyphics, palmar, quantitative 
genetics of, 335* 

Dermatology, 145-6, 239-40, 411-12, 
491-2 

Dermatomycosis, griseofulvin treat- 
ment, 492 

—, variotin treatment, 492 

tomyositis involving chest, clini- 
cal and radiological signs, 57 

Dermatosis, inflammatory and allergic, 
fluorometholone treatment, 491 

Dexamethasone, effect on capillary 
permeability in rheumatic fever, 227 

— in allergic disorders, 22, 369 

~~ — bronchial asthma, 279 

— — rheumatic diseases, 311 

— — rheumatoid arthritis, 229 
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Dexamethasone in rheumatoid arth- 
ritis, comparison with other corti- 
costeroids, 135 

Dextromoramide, analgesic effect on 
chronic pain, 94 

Diabetes, alloxan, in rats, influence of 
insulin on adrenaline content of 
adrenal glands in, 223 

— insipidus, failure of vasopressin to 

_ normal urine concentration 
in, 3 

see also Insulin; Pre- 
diabetes. - 

—_ or chlorpropamide treatment, 223, 
3 

— —, circulating lipids in, 131 

— —, effect of human growth hormone 
after hypophysectomy in, 463 

— —, glomerulosclerosis in, 174 


— —, — —, electron and light micro- 
scopic studies, 86 

— —, — —, exudative lesion of, 260 

——,h ensive, effect of rauwolfia 


alkaloi S on, 225 

——, ins absorption variability 
after subcutaneous and intramuscu- 
lar injection, 130 

— —, insulin-like activity in plasma in, 
309 

— —, insulin-resistant, action of pred- 
nisolone in, 50 

to neutralizing anti- 
bodies, 308 

of long duration, vascu- 
lar disease in, 396 

——, maternal, serum levels of cal- 
cium and other electrolytes in new- 
born infants, 330 

— —, metahexamide, chlorpropamide, 
and dimethyldiguanide in, 395 

— —, — treatment, clinical evaluation, 


52 
— — nephropathy, pathogenesis, 352 
—-—,non-atheromatous _periphe 
vascular disease of lower limb in, 87 
—w—, oral hypoglycaemic drugs in, 
clinical response and amount of ex- 
tractable insulin in pancreas after, 


395 
appraisal, 
131* 
— —, peptic ulcer incidence in, 3 
glucose metabolism 


in, 3 

treatment, 
131, 308, 395 

——, pregnancy in, combined obstet- 
ric ‘and paediatric management, 241 

— — proliferative retinopathy, hypo- 
physectomy in, 307 

— —, remission in, 465 

— —, retinitis proliferans in, 466 

— — retinopathy, effect of low-fat diet 
on serum lipids in, 224 

— serum protein, lipoprotein, and 
protein-bound carbohydrates in, 224 

— —, tolbutamide contrat, selection of 
patients and persistence ‘of response, 
394 

——,— treatment, clinical response 
and insulin reserve, 395 

——,— —, comparison with chlor- 
propamide and metahexamide, 52 

——, — —, secondary failure of re- 
sponse to, 52, 465 

uncontrolled, optic neuritis in, 
4 

— —, vascular disease in, relation of 
high levels of glycoproteins in blood 

to, 51 


Dialysis, peritoneal, technique and 
applications, 90 

Diarrhoea, anticholinergic drugs in, 
clinical evaluation, 25 

Dicoumarol, properties and clinical 
effects, comparison we other pro- 
thrombinopenic drugs, 2 

Diet and coronary es 382 

dithiolisophthalate in leprosy, 


Diethylamine acetarsol in tropical 
eosinophilia, 193 

Diethylcarbamazine in tropical eosino- 

a, 193 

daily doses, in filariasis, 278 

Digestive diseases, functional, anti- 
cholinergic drugs in, clinical evalua- 
tion, 25 

Digoxin, effect on circulation in normal 
subjects, 266 

Dihy: hlorothiazide in control of 
ascites in liver disease, comparison 
with chlorothiazide, 7 

Dihydrohydroxycodeinone pectinate, 
clinical trial, 357 

Diisocyanates, toxicolo ont of, 341* 

Dimethyldiguanide, o in diabetes, 


395 
Diodone, radioactive-iodine-labelled, 
contrast medium in renogram, 46 
Diphenadione, properties and clinical 
effects, comparison with other pro- 
thrombinopenic drugs, 266 
Diphenylamine reaction in rheumatism 
pd non-specific infective polyarth- 


tis, 53 

Diphenyithiourea in leprosy, 444 

Diphtheria toxin, local vasodilator 
action of, 12 

Dipipanone hydrochloride anaesthesia, 
clinical study, 76 

Disability, functional evaluation of, 472 

Disinfection of air | hexylresorcinol in 
day nurseries, 2 


‘sip al’? in severe Parkinsonism, 
clinical evaluation, 139 
Disodium ethylenediamine tetraacetate 
in cardiac arrhythmias, 113 
Disulfiram in chronic alcoholism, acute 
ychosis during treatment, 141 
ithiazanine’”’ in strongyloidiasis, 
Diuresis, mercurial, in refractory car- 
diac oedema, effect of prednisone and 
6-methyl- on, 453 
Diuretics, effect on portal venous pres- 
sure, 445 
—, mercurial, diuretic and per: 
* tensive effects, interrelationship, 8 
Divorce and rheumatoid arthritis, re- 
lationship between, 468 
Drug evaluation, colour coding in, 265 
—-resin complexes, sustained release 
of drugs as judged by urinary excre- 
tion rates, 265 
Drugs, allergy to, in vitro method for 
study of serum reactions to known 
allergen or hapten in, 196 
—, clinical trials, historical develop- 
ment, 179* 
=, evaluation in man, problems of, 
179 
Ductus arteriosus, patent, in adult life, 
“Dumping syndrome”’, aetiology, 
clinical and experimental study, 199 
Duodenal ulcer, see Ulcer 
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Duodenitis, haemorrhagic, in myocar- 
dial infarction, 208 

Dye dilution technique for measure- 
ment of mitral regurgitation, 450, 451 

Dysentery, amoebic, acute, haemato- 
logical findings, serum protein pat- 
terns, and liver function tests in, 21 

—,—, paromomycin treatment, 21 

—, bac , acute, in Cyprus, com- 

~ parative study of treatment, 19 

--, —, sulphonamides and strepto- 
mycin in, 19 

— due to "Shigella sonnei or flexneri, 
— haemagglutination test in, 
262 

Dyspnoea in newborn infants, changes 
in heart size with, 70 

Dyssynergia, myoclonic cerebellar, 
chlorpromazine treatment, 405 

—, — —, clinical and electroen 
graphic investigation, 405 

Dystrophy, infantile, gastric-juice 
treatment, changes in gastric secre- 
tion in, 72 


Ear, middle, prosthetics in, 45 

Eating atterns and obesit 7, 197 

E.C.H.O. virus infection, spec- 
trum of, 438* 

— — inoculation in monkeys, disease 
in central nervous system after, 97 

— —, outbreak of disease believ 
be due to, 247 

Echoencephalography in diagnostic 
radiology, 59 

Eczema, allergic, hexadecadrol treat- 
ment, 22 

—,-—, Manganese and abietic acid in, 
279 

—, fluorometholone treatment, 491 

—, hydrocortisone and prednisolone 
ointments in, comparison, 146 

EDTA, see Sodium calciumedetate 

Effusion, benign and malignant, lactic 
dehydrogenase i in, 426 
—, pleural, in children and adolescents, 
bronchosco ic findings, 100 

—, —, phenylbutazone treatment, 187 

Elbow disease and injury, displacement 
pads in, a new radiological 


507 

Blectrocardiogram changes in hypo- 
thermia, 25 

idiopathic hypercalcaemia of 
infants, 331 
—, ischaemic, in symptomless men, 203 

— of alcoholic cardiomyopathy, 376 

—-— congenital and acquired right 
ventricular hypertrophy, 376 

— — premature infants, 413 

—, P wave in precordial lead V,; in 
elevated left atrial pressures and left 
atrial enlargement, 203 

— with high chest leads in minor myo- 
cardial infarction, 287 

Electrocardiography, measurement of 
m’s central terminal in, 


Electrocuion, pathology of death from, 


halogram changes induced 
by injection of urine from schizo- 
phrenics, 143 

— during coma, 404 

— in attention, 313 

—— epileptogenic lesions of medial 
surface and superior border of cere- 
bral hemispheres, 407 


ases of c 361 

— — myoclonic cerebellar dyssynergia, 
405 

— — Parkinson syndrome, 477 

— — respirato: 313 

—, occipital posterior rhythms of, 


474 

Electrolyte €xcretion in chronic bron- 
chitis with arene and conges- 
tive heart failure, 4 

“ Elixophyllin induced 
by spirometric evalua- 


Embolista, arterial, causing ischaemic 
necrosis of anterior crural muscles, 
210 

cerebral, natural history, prognostic 
Signs, and effects of anticoagulants, 


‘pulmonary, fibrinolysin treatment, 


294 

Emotion, blood-pressure changes dur- 
ing, 321 
—, pathological, influence of chlor- 


chronic h 


tion and differentiation from asthma, 
167 
—, chronic, intermittent positive-pres- 
's breathing in aerosol therapy of, 
21 

—,— obstructive, cardiopulmonary 
460 

—,—, pulmonary function in, 122 
ea effect of atropine smoke on lung 
function in, 196 

—,— — bronchodilators on pulmon- 
ary ventilation and diffusion in, 92 

—, mechanical assistance in treatment, 
122 

—, obstructive, effect of Valsalva 
manceuvre on arterial blood satura- 
tion, carbon dioxide tension, and pH 


respirometry in, 121 
Fespiratory effects of proges 
in, 

see also Myeloen- 
cephalography; Pneumoencephalo- 
graphy; Ventriculography 
—, echo-, in diagnostic radiology, 59 

— in patients with raised intracranial 


pressure, 165 
Encephalopathy, hepatic, effect of 
combined a tration of amino- 


binding substances in, 108 
—of anoxia and prolonged hypo- 
glycaemia, 231 
—, residual, after roseola infantum, 182 
—., toxoplasmic, 270 
we Endobex ” in amoebiasis, 21 
Endocarditis, chronic Q fever in, clini- 
cal aspects, 438 
terio ogi » 43 
—, staphylococcal, after mitral val- 
votomy, 380 
di » 47-52, 125-31, 220-5, 
305-9, 391-6, 463-6 
Endotoxin, resistance-promoting acti- 
vity, 355 
Energy expenditure during ambula- 
_ evaluation of assistive devices, 


Bnteric bacteria, Gram-negative, peni- 
cillin sensitivity of, 359 

Enteritis, regional, functional and 
anatomical changes in liver in, 29 
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Enterobiasis, pyrvinium chloride and 
pyrvinium pamoate treatment, ge 
in water, comparison o 
media for detection ‘of, 497 
Enuresis, toilet training ‘and, 415, 


ace 
in, 193 
Eosinophils in thymus in hyaline mem- 


Epilepsy, treatment, 
fatal complications, 13; 139 
—, chronic viral encephalitis as patho- 
genetic factor in, 234* 

—, diagnosis by photic stimulation, 62 

—, hereditary aspects, 478 

—, hydantoin treatment, 


changes i in, 478 
—, lesions of medial surface and 
su border of cerebral hemi- 


sphere in, clinical and electro- 
encephalographic study, 407 
—, mixed grand and petit mal, eth- 
chlorvynol 319 
—, paralysis after, clinical and experi- 
mental study, 407 
—, temporal lobe, correlation of clini- 
cal, electroencephalographic, and 
anatomical findings in, 318 
—, — —, electrocorticographic 


Erythroblastosis foetalis, cause of 
death in, 3 
— due to Rh immunization, treat- 


Erythrocyte aggluti 
malignant blood diseases, 297 - 
— formation, factors con ing, 
in polycythaemia vera, 457 
— production and destruction in 
anaemia of rheumatoid arthritis, 
correlation of iron metabolism dis- 
turbances with, 213 
—, sheep, enzyme-treated, in test for 
infectious mononucleosis, 263 
— survival and causation of anaemia 
in leukaemia, 119 
— uptake of radioactive phosphorus as 
index of thyroid function, 394 
triiodothyronine labelled with 
radioactive iodine as measure of thy- 
ytes, abn in 241 
— in acute leukaemia, rate of produc- 
tion and life span, 215 
ycin prophylaxis of infec- 
tions due to Group-A £-haemolytic 


180 

Erythro principle, renal produc- 
tion o got nee study, 346 

“ Esidrex ” , see Hydrochlorothiazide 
thchlorvynol in mixed grand- and 

tit-mal epilepsy, 31 
Ethioniamide, see 1314 
Ethyl see 


327. 
tetraacetic acid, see 
Sodium calciumedetate 


and | 
in, | 
‘ical | 100 1s: 
pro- isolation of pathogenic teria, 354 
| Eosinophilia, tropical, diethylamine 
ical | brane disease, 17 
ino- | | 
278 | | 
in ti- 
lua- 
‘mal | | 
of | 
promazine on, 32 
Emphysema, 
body-section Tadiograpnhy in evalua- 
| 
| =, pet —, subcortical recording in, 318 
“* Equanil ”, see Meprobamate 
Erythema nodosum in inflammatory 
| diseases of bowel, 201 
| ment, 413 
— —, heme pigment and bilirubin re- 
| bound after exchange transfusion, 
148 
| in 
| 
| 
= 
| | 
= | 


Ethyleneiminobenzoquinone 


$22 


deriva- 
tives in Hodgkin’s disease, 96 
— — — malignant disease, 96 


a-Ethylisonicotinic acid thioamide, see 


1314 Th 

ETIP in leprosy, 20 

Etisul see ETIP 

Exercise, effect on fibrinolytic activity 
of whole blood, 427 

—,—-— motor weakness in neuro- 
logical disease, clinical and experi- 
mental study, 402 

—, isometric, effect of brief periods on 
muscular strength, 403 

— test, Master two-step, prognostic 
value, 375 

—, ventilatory cost, effect of mitral 
valvotomy on, 380 

Exophthalmos, malignant, neuro- 
logical study, 315 

Expiratory volume, forced, after exer- 
cise, forced inspiration, and the Val- 
salva and Miiller manceuvres, 121 
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Fibrinolysin activity in thrombotic | Gastrectomy, partial, malabsorption 


diseases, 115 

— in pulmonary embolism, 294 

—, intravenous infusion in cerebral 
arterial occlusion, 233 

Fibrinolytic activity of whole blood, 
determination and effects of exercise 
and fat feeding on, 427 

Fibroplasia, retrolental, development 
of children born blind as result of, 244 

Fibrosis, pulmonary, see Lung fibrosis 

Filariasis, diethylcarbamazine in single 
daily doses in, 278 

Fish contaminated by toxic effluent, 
neurological disorder due to, 473 

Fistula, pulmonary arteriovenous, and 
hereditary haemorrhagic telangiec- 
tasia, 295 

Flexion spasm, see Spasm 

Fluid, see Body fluid 


— — mental disease, 327 


_ Fluorescent antibody identification of 


entiate from pulmonary stenosis with | 


intact ventricular septum, 32 


— —, paradoxical results of infundi- © 


bular resection in, 377 

— -—, structure of pulmonary trunk 
in, 84 

Fat absorption in chronic pancreatitis, 
200 

— — patterns, effects of sitosterol on, 
study with radioactive triolein, 370 

——, postoperative, effect of high 
carbohydrate intake and of hydro- 
chloric acid administration on, 280 

—, dietary, and diurnal serum trigly- 
ceride levels, 280 

—in relation to coronary artery 
disease death rates, international 
statistical survey, 


tivity of whole blood, 427 


— malabsorption, serum turbidity after | 


a fat meal as test of, 171 

— metabolism disorder, disseminated 
sclerosis as incidental complication, 
62 


— -w—in chronic severe malnutrition, 


366 
of elbow, displacement in 


sease and injury, a new radio- | 


logical sign, 507 

Fatigue from travelling to and from 
work in Paris workers, 158 : 

Fatty acid composition of sebum in 
acne vulgaris and seborrhoeic derma- 
titis, 239 

normal subjects, 239 

— acids, cholesteryl ester, in atheroma 
and plasma, 426 

——, essential, atherosclerosis and 
deficiency of, 425 

Favismus in Israel, 369 

Feminization, testicular, chromosomal 
sex in, 496 

—, —, colour blindness and, 496 

Fenestration, tracheal, evolution and 
early results, 121 

“ Fentazin ’’, see Perphenazine 


8 
— therapy in disseminated sclerosis, 63 
Fibrillation, see Arrhythmia 


Shigella flexneri, 263 


; _—- technique in study of patho- 
Fallot’s tetralogy, amy] nitrite to differ- 


genesis of nephritis, 257 
Fluorometholone in inflammatory and 
allergic dermatoses, 491 
“ Fluothane ’’, see Halothane 
Flushing, facial, after intravenous 
adrenaline and noradrenaline in car- 
cinoid syndrome, 391 
Fly, see Housefly 


Fog and atmospheric pollution in Lon- | 


don, winter 1958-9, 418 
Folic acid analogues, influence on sur- 
vival in acute leukaemia, 120 


— — deficiency, formiminoglutamic 


acid as index of, 427 
— — — in haemolytic anaemia, 118 
— — — — pregnancy and pathogene- 
sis of megaloblastic anaemia of preg- 
nancy, 457 


35 _ — and folinic acid with pyrimethamine 
— ingestion, effect on fibrinolytic ac- — 


in malaria, 277 

Forensic medicine and toxicology, 
159-60, 341, 503 

Formiminoglutamic acid excretion as 
index of folic acid deficiency, 427 

Foundry workers, bronchitis in, geo- 
graphical study, 419 

Framycetin sulphate lozenges for re- 
current aphthous stomatitis, 281 

Fredet-Rammstedt operation, anaes- 
thesia for, 420 

Fuchs’s gyrate atrophy, transmission 
of gene of, 495 - 

Fundus oculi in hypertension, signifi- 
cance of findings in, 294 

Fun infections, superficial, griseo- 
fulvin treatment, 240 

Furazolidone in gastro-enteritis, 433 


G27 202 in rheumatoid arthritis, 399 

——— —, comparison with phenyl- 
butazone, 135 

Galactosaemia, genetic studies in, 495 

—, heterozygous carrier in, 496 

Gamma-globulin, prophylactic, in asth- 
ma with respiratory-tract infection, 


23 

Ganglion-blocking agents, central 
action, 432 

Gas exchange during halothane anaes- 
thesia, 164 

Gastrectomy, partial, absorption of 
inorganic iron after, 457 


syndrome after, alimentary histo- 
logy, 173 

—, subtotal, in peptic ulcer, follow-up 
study, 371 

Gastric acid production, relation of 
race and ABO blood groups to, 
199 

— acidity, increase in hypoacidity b 
dry extract of 
2 

— juice, indicator- © measurement 
of free acid in, pa 

—-—,, proteolytic activity in chronic 
hypochromic anaemia and in idio- 
pathic steatorrhoea, 348 

“residual alkalinity” in per- 
nicious anaemia, 40 

— secretion, nocturnal, in gastritis and 
peptic ulcer, 446 

—-w—, urinary uropepsin excretion 
estimation as test of, 371 

— secretory response to oral betazole 
hydrochloride, 265 

— ulcer, see Ulcer 

— nocturnal gastric secretion in, 
44 

Gastro-enteritis, furazolidone treat- 
ment, 433 


children during Asian influenza 


epidemic, 153 
Gastroenterology, 25-9, 106-8, 199- 
201, 281-5, 371-4, 446-8 
Gastromalacia due to intracranial infec- 
tions, 106 


_ Gastro-oesophageal junction, cine- 


radiological and pressure measure- 
ments on, 27 

Genetics, medical, 153, 245, 334-5, 
495-6 

—, —, in 1958, review, 153* 

ital infection in males with anky- 

losing spondylitis, 192 

Geriatrics, see Old age 

Giardiasis, a cause of coeliac syndrome, 


331 

Glaucoma, primary, personality fea- 
tures in, 483 

Glioma of optic nerve or chiasma, radio- 
logical manifestations, 343 

Glomerulonephritis, see Nephritis, 
glomerular 

Glomerulosclerosis, 
glomerular 

Glucagon and tolbutamide, interrela- 
tionship, 129 

Glucose metabolism disturbances in 
disseminated sclerosis, 479 

— —, hepatic, in unanaesthetized dog, 
effect of insulin on, 130 

—-—, peripheral, in fasting control 
subjects and diabetic patients, 309 

— supply to circulation, influence of 
insulin and tolbutamide on, 51 

Glutamate, metabolic effects in liver 
disease, 

= acid in mental retardation, 

5 

Gluten components responsible for 

steatorrhoea, 280 
artificial 


Glutethimide intoxication, 
haemodialysis in, 159 

Glycoprotein level in blood, relation to 
vascular disease in diabetes mellitus, 
51 

— — — serum in rheumatic fever and 
active phase of rheumatoid arthritis, 
310 

Goitre, congenital, with butanol- 
insoluble serum iodine, 393 


see Sclerosis, 


4 
| 
| 
| Fluopromazine in chronic schizo- | 
phrenia, 487 
j 
| 
| | 
| 
a | 
: | 
: Fertility and ABO blood groups in a 
4 normal American population, 245 
*] Fever, effect on temperature regulation 
| 
4 
a 
| 
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Goitre development, influence of ani- 
mal protein in diet on, experimental 
data,220 

endemic, relation to nutrition in a 
Brazilian Amazon community, 128 
—, intrathoracic, diagnosis and sur- 
gical treatment, 48 

—, toxic, complicated by cardiac 
arrhythmia, thyroid ablation for, 392 

Gold, colloidal, intravenous, hepatic 
radiography after, 422 

— miners free of radiological silicosis, 
nature and cause of respiratory dis- 
ability in, 501 

—, radioactive colloidal, in intra- 
cavitary irradiation of bladder car- 
cinoma, 512 

— therapy followed by chloroquine in 
rheumatoid arthritis, effect on haem- 
agglutination reaction, 401 

Gonorrhoea, acute, in men, potassium 
phenoxymethylpenicillin treatment, 
evaluation of varying dosages, 17 

Gout, hyperoxalaemia in, 53 

— in women, 467 

—, probenecid treatment, 
study, 132 

Granuloma, deodorant, specificity of 
zirconium skin test in, 1 

Granulomatosis, cardiac, experimental, 
relation to rheumatic carditis, 226 

Griseofulvin in acute cattle ringworm in 
man, 240 

— — dermatomycoses, 492 

— — superficial fungous infections, 240 

— — tinea capitis, 240, 491 

Growth hormone, see Hormone 

Guanethidine in hypertension, clinical 
and studies, 91 

Guillain-Barré syndrome in children, 


follow-up 


332 
Gum arabic allergy in printers, 74 
Gynaecomastia in leprosy, 443 


‘Haemadsorption virus, Type 2, associa- 
tion with infectious croup, 149 

Haemagglutination reaction in rheu- 
matoid arthritis, effect of chryso- 
therapy followed by chloroquine 
therapy on, 401 

— test, indirect, in caused by 

Shigella sonnet an te 262 

Haematemesis, early diagnosis of 
causes, 282 

Haematology, clinical, 40-1, 118-20, 
213-15, 295-8, 384-5, 457-8 

Haematoxylin bodies in systemic lupus 
erythematosus, diagnostic value in 
necropsy study, 353 

Haematuria, idiopathic, 390 

Haemodialysis, artificial, in glutethi- 
mide intoxication, 159 

Haemoglobin metabolism in premature 
infants, 147 

— synthesis, factors controlling, role in 
polycythaemia vera, 457 

Haemoglobin-C disease, pregnancy in, 
41 

acute osteomyelitis 


in, 

Haemoglobinopathy, oxygen dissocia- 

aemoglobinuria, parox noctur- 
nal, an erythrocyte acetylcholines- 
terase defect, 385 

clinical studies, 385 

Haemolysis in malignant blood diseases, 
297 


Haemolysis of stored blood mixed with 
isotonic dextrose-containing solu- 
tions in transfusion apparatus, 843 

Haemolytic disease of newborn, see 
Erythroblastosis foetalis 

Haemophilia, vascular, an inherited 
haemorrhagic disorder with anti- 
haemophilic globulin deficiency and 
prolonged bleeding time, 296 
Haemophilus influenzae antibodies in 
chronic bronchitis, 387 


in, 5 
Haemorrhage, acute 


up 
intestinal, differential diagnosis by by 
splenic pulp et 283 
—, cerebral, and hypertensive fibrinoid 
arteritis of brain, 83 
—,—, fatal, and blastic’ crisis, 
association in acute leukaemia, 119 
—,—, primary, surgical treatment, 405 
—, gastrodu enal, effect of intragas- 
tric cooling on, 282 
—, retinal, in diag- 
nostic significance 
—, subarachnoid, FO after, 
61 
Hairdressing establishments, survey in 
central Glasgow, 497 
Halothane absorption, distribution, and 
elimination in rats and mice, 252 
— anaesthesia, blood-pressure and 
pulse-rate changes during, 421 
— —, circulatory changes accompany- 
ing "respiratory acidosis in, 253 
— —, gaseous exchange during, 164 
— —, survey of 2,000 cases, 76 
——, — — 5,000 Cases, 505 
—, pharmacological effects, 504 
Hand, see also Palm 
— surgery, brachial plexus block for, 


161 
Handwriting, influence of drugs on 
psychomotor aspects, 95 
Haptoglobin level in serum as index of 
liver function, clinical and diagnostic 
value, 

— — — — in haemolytic anaemia, 428 
— serum groups, inheritance of, 334 
Hashimoto serum, cytotoxic effect on 
thyroid cells in tissue culture, 128 
Hay-fever due to to poplar- 

tree pollen, 369 


of Fagweed pollen control on, 


Head. in injuries, penetrating, with em- 
bedded foreign bodies, x-ray therapy 
of sequelae, 165 

— volume, measurement in normal, 
es and macrocephalic children, 


Headache, see also Migraine 

— after spinal anaesthesia, operative 
position and, 162 

electromanometric study, 317° 
—, episodic, cerebral responses to 


—, tension, deanol treatment, 434 
Hearing, see also Deafness 


— defects in cerebral palsy, 416 
Bm due to noise in small 
ants, 


—, late after stapes mobiliza- 


Heart, see also Carditis; Elec 
diogram; Endocarditis; Fallot’s 
; Myocardial infarction; 

i tis 


yicholine and adrena- 
studies, 432 


523 


Heart arrest during anaesthesia, clin- 
ical and pathological findings in, 

, induced, coronary arteriogra 
during, 507 
—, atrial septal defect, differential lung 
function in, 32 

— block, atrioventricular, complete or 
advanced, congenital atrioventricu- 
lar dissociation due to, 112 

——, —, functional angina pectoris in, 


37 

— defect, atrial septal, clinical results 
of correction under hypothermia, 288 

— —, congenital, in mongolism, 482 

—— —, pure ventricular septal, and that 
with i haemo- 

h 

open heart surgery, 110 

— —, ventricular septal, heart sounds 
and murmurs in, 202 

——,— —, recatheterization of right 
heart i in, 32 ; 

— —, — —, review, 449° 

disease, 202 


— —, congenital and acquired, wedged 


arteriography in, 508 
——, —, effect of in- 
fusion on vascular resist- 
ance in, 287 


——,—, neuro-psychological dis- 
orders in, 288 

— , partitional respirometry in, 
121 


_Teserve in, 32 
ynamic 
~ study y of p pulmonary arterial reserve 


ghie 203 
— —, relation of duration of bed rest 
in acute rheumatic to, 
** recosen ”’ 
gical properties, 177° 
— failure, acute a in pulmonary 
heart disease, 453 
—- , congestive, analysis of 487 cases, 


complicating chronic bron- 
chitis, electrolyte excretion in, 42 


due to 


ary 

— —, “ kendozid " treatment, 90 

— —, serum glutamic oxalacetic trans- 
aminase activit as index of centri- 


—hypert in 164 


left ‘ventricular, pitfalls in elec- 


| 
ption | | 
listo- 
w-up | 
n of | 
to, | 
y by | 
ntice, | 
ment 
ronic | | 
idio- 
per- | 
and 
tion | 
azole 
n in, | 
eat- | 
enza | 
199- 
nfec- | aa —,—, with pulmonary arterial hy- 
| pertension, functional angiocardio- 
ine- aphic study of pulmonary arterial 
sure- 
4-5; | 
——i‘(i‘é mate ad 
nky- prognosis, 305 
— —, ischaemic, prophylaxis by thy- 
; roid therapy, 206 
ome, 
fea- 
dio- | 
itis, | 
ysis, | 
| 209 
| 
in onale in, 209 
| ——,—,in thyrotoxicosis, correla- 
dog, _ tion of clinical and haemodynamic 
| studies, 305 
itrol 
19 
iver 
ODular liver- Necrosis in, 4 
ion, flicker in, 231 | in old age, 453 
| | —-— with hyponatraemia, body-fluid 
for | | alterations during development of 
| and recovery from, 37 
icial textile | — function disturbances during anaes- 
n to wborn 
itus, | tion, 218 | 
and | ce 20SIS, 
‘itis, —w—,right ventricular, after mitral 
valvotomy, 204 
nol- _—--—)-——-—> congenital and acquired, 
| electrocardiogram of, 376 


524 


Heart insufficiency, thyroid function 
in, 31 

—, intracardiac pacemaker for Stokes— 
Adams seizures, 449 

—, left atrium, clinical 
of primary tumours of, 3 

—, — ventricle, 
of, 375 

—, mitral regurgitation, assessment by 
indicator dilution, 450, 451 

posteromedial annuloplasty 
with pump-oxygenator for, 111 

——, — stenosis and insufficiency, hae- 
modynamic criteria for operability in, 
206 

—,—-— combined with aortic steno- 
sis, 378 

—, — —, congenital, 
ment, 288 

—,—-—, correlation of radiological 
picture with pulmonary arterial pres- 
sure, 379 

—,—-—, diastolic pressure gradient 
between left atrium and left ventricle 
in, 379 

—,— —, effect of valvotomy on tri- 
cuspid insufficiency associated with, 
256 

—,— —, follow-up study after mitral 
valvuloplasty for, 111 

——,— —, radiological appearance of 


surgical treat- 


lungs in, 33 
—, — —, — findings in, 112 
—,-—-—, Raymond de Vieussens on, 
112* 


—,——, transventricular valvotomy 
in, 451. 

—,— valvular disease, assessment by 
left heart catheterization, 205 

—,———,, diagnostic value of left 
atrial pressure pulse in, 450 

— murmur, functional, action of nitro- 
glycerin on coronary circulation in, 


35 

—— — in ventricular septal defect, 202 

———, systolic, diagnosis by amyl 
nitrite, 449 

— output, effect of ‘ basoflex ” on, 90 

—- —, measurement using radioisotope 
and scintillation counter, 202 

ulmonary stenosis, clinical results 

of correction under hypothermia, 288 

—,— —, valvotomy for, 377 

‘rate, effect of basoflex ” on, 90 

—, right ventricle, infarction, patho- 
genesis of, 429 

— sounds in ventricular septal defect, 
202 

— stimulation, remote, by radiofre- 
quency transmission in Stokes— 
Adams syndrome, 450 

— surgery, hypnosis with light anaes- 
thesia in, 420 

—_-—, open, follow-up study, 202 

Heat exhaustion, acute anhidrotic, 277 

Height of mentally defective boys, 


321 

Heller’s disease and childhood schizo- 
phrenia, differential diagnosis, 323 

Helminth infestations, bephenium hy- 
droxynaphthoate treatment, 104* 

Heme pigment level in serum of ery- 
throblastotic infants after exchange 
transfusion, 148 

Hemiplegia, response to stretch of hy- 
pertonic muscle groups in, 137 

Hepatitis, acute infective, prednisolone 
treatment, statistical study, 14 

— , infective, correlation of clinical and 

laboratory findings, 183 


Hepatitis, infective, detection of virus 
uring incubation period and in 

clinically inapparent infection, 361 

—,—, variations in serum glutamic 
— transaminase activity in, 
2 

—, —, water-borne, p39" 

—, neonatal, clinical and histological 
study, 329 

Heredity in coronary disease, 382 

Hermaphroditism, phenotypic, chro- 
mosome constitution in, 245* 

Hernia, hiatus, association with malig- 
nant lesions of stomach and oeso- 
phagus, 25 

—, —, in children, 414 

—,—, — —, natural history, 242 

Herpes simplex virus, growth of, elec- 
tron-microscopic observations, 354 

—-— infection, dissemination in 
association with malnutrition, 97 

Hexachlorophane disinfection of hos- 
pital bath water, 337 

Hexadecadrol, see ‘Dexamethasone 

Hexamethylene 1:6 - biscarbaminoyl- 
choline bromide, see Carbolonium 
bromide 

Hexylresorcinol for air disinfection in 
day nurseries, 246 

Hip dislocation, congenital, anatomical 
results of treatment, 149 

Hirsutism, steroid therapy, 307 

Histamine antagonists in control of 
spontaneous ventricular fibrillation 
under hypothermia, 432 

—content of sensitized guinea-pig 
tissues, effect of antigen and octyl- 
amine on, 279 

Hodgkin’s disease, alcohol-intolerance 
syndrome in, 40 

— —, acquired haemolytic anaemia in, 
119 

— —, cerebral demyelination in, 350 

—-—, combined radiation and nitro- 
gen mustard therapy, comparison 
with radiotherapy alone, 512 

— —, ethyleneiminobenzoquinone de- 
rivative in, 96 

— —, familial, significance and impli- 
cations, 458 

—-— in children, clinico-pathological 
study, 416 

— —, pathogenesis of anaemia in, 120 

— —, prognosis, 215 

Homosexuality, analysis of 133 cases in 
a university student health service, 64 

—, panic in, clinical and theoretical 
considerations, 237 

Hormone, growth, effect on hypo- 
physectomized 463 

—,—, — — man, 463 

Hos ital stay of tedoote, psychological 

effects, 416 

Housefly, persistence of bacteria in 
developmental stages of, 497 

Hyaline membrane disease, eosinophils 
in thymus in, 173 

— —, pulmonary, after caesarean sec- 
tion, due to contamination of infant’s 
lungs by blood-laden amniotic fluid, 
242 

,—, cardiovascular factors in 
development, 85 

Hyaluronic acid concentration in syno- 
vial fluid, 348 

Hyaluronidase, intravenous, in acute 
myocardial infarction, clinical and 
experimental study, 35 

Hydantoin treatment of epile 

monary changes during, 47 


pul- 
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Hydantoin treatment, fatal complica- 
tions, 139 

Hydranencephaly and allied disorders 

in Chinese children, 84 

after subarachnoid 
haemorrhage, 61 
—, communicating, cauterization of 
a plexuses in, follow-up study, 


Hydrochloric acid, free, in gastric juice, 
measurement by indicator paper, 81 

, gastric secretory response to oral 
betazole hydrochloride, 265 

Hydrochlorothiazide, clinical and ex- 
perimental studies, 93 

—, diuretic action, comparison with 
chlorothiazide, 8 

—, — —, — — — and hydroflumethi- 
azide, 433 
—, effect on water and electrolyte 
excretion, 178 

, comparison with 
chlorothiazide, 93 

—in hypertension, arteriosclerotic 
heart disease, and liver cirrhosis, 

177 

Hydrocortisone and prednisolone oint- 
ments in eczema compared, 146 

— in flexion spasms, 333 

roteinuria of adolescents and 

adults, 46 

—, intramuscular, in hirsutism and 

virilism, 307 

—, intrathecal, in acute poliomyelitis, 


13 
—, rectal, in ulcerative colitis, 201 
Hydroflumethiazide, diuretic action, 


comparison with chlorothiazide and 
hydrochlorothiazide, 433 
—, oral, diuretic action, 267 


Hydrodiuril ”, ”, see Hydrochlorothi- 
azide 

Hydronephrosis after retrograde pyelo- 
graphy, 168 


Hydrophobia, see Rabies 

oo in Sjégren’s syn- 
drome, 5 

anaesthesia, clinical 
study, 252 

— in » 410 

oxyindole acetic acid levels in 

and urine in schizophrenia, 


— metabolism in 
relation to mental defects, 409 

p-Hydroxyphenylbutazone in rheuma- 
toid arthritis, 399 

——— —, comparison with phenyl- 
butazone, 135 

5-Hydroxytryptamine levels in blood 
and urine in schizophrenia, 236 

5-Hydroxytryptophan in  schizo- 
phrenia, 324, 485 

Hydroxyzine to relieve tension associ- 
ated with anxiety neurosis and mild 
depressive states, 488 

monia metabolism of newborn 
infants with, 148 

—in premature infants, follow-up 
study, 147 
effect of triiodothyronine 


idiopathic, in infants, 
Hype trocardiographic changes with, 


Hypercholesterolaemia and athero- 
sclerosis, interrelationship, 115 

--, caemia in relation to, 207 

—, reduction by nicotinic acid, 210 
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Hypergammaglobulinaemia, hereditary, 
and systemic lupus erythematosus, 
clinical, electrophoretic, and sero- 
logical studies, 470, 471 

Hyperoxalaemia in gout, 53 

Hypertension, adenoma and adeno- 
matous hyperplasia of adrenal cortex 
in, histological study, 429 

—, arterial, after poliomyelitis, 436 

_—, iproniazid and JB-516 in, clini- 
cal evaluation, 293 

—_-,-, paroxysmal, in patients with 
hysterical laryngeal spasm, 294 

—, chlorothiazide in, 116 

—, — —, mode of action, 38 

—, effect on renal haemodynamics, 
293 

—, essential, haemodynamics in, 454 

—,—, paravertebral procaine block in, 
117 

—,—,renal function in, effects of 
intravenous hydration and vaso- 
pressin on, 38 

fibrinoid of brain charac- 
teristic of, 83 

—, guanethidine and SU 402¢9 in, clini- 
cal and experimental studies, 91 

—, hereditary factor in, 211 

—, hydrochlorothiazide in, 177 

— in diabetics, effect of rauwolfia alka- 
loids on, 225 

_, intracranial acute, experimental- 
clinical correlations, 232 

—,—, intravenous urea for reduction 
of, 314 

—, long-term study in epidemiology in 
Framingham, Mass., 286 

—, malignant, chronic pyelonephritis 
lenta in, 430 

—,—, ganglion-blocking drugs in, 
clinical review, 455 

—, mild, noradrenaline treatment, 
effect of chlorothiazide on, 454 

— mortality in United States, possible 
relation to industry, 73 

—, paroxysmal, due to lesions of upper 
spinal cord, 408 

—, portal, and bleeding oesophageal 
varices, without demonstrable intra- 
or extra-hepatic venous obstruction, 
108 

—,—,— intrahepatic vascular obstruc- 
tion in Wilson’s disease, 27 

—,—, due to Schistosoma mansoni, sur- 
gical treatment, 368 

—,—, lateral portacaval anastomosis 
for, long-term results, 283 

— prevention, importance of removal 
of fibromyomatous uterus in, 117 

, primary, monoamine-oxidase in- 

hibiter 516 in, 117 
—, —, syrosingopine in, clinical apprai- 

"211 
, pulmonary arterial, in congenital 
~ heart disease, functional angiocardio- 
graphic study of pulmonary arterial 
reserve in, 32 

— — —, haemodynamic 
Study y of p pulmonary, arterial reserve 


arctation, 383 

—, —, effect of acetylcholine infusion 
on pulmonary vascular resistance in, 
287 

—,—, structure of pulmonary trunk 
in, 84 
_, reactivity of forearm vessels to 
vasoconstrictor drugs in, 455 

—, renal, experimental bon of, 456* 


Hypertension, renal, mechanisms, 
agnosis, and treatment, 211 

—, —, review, 211* 

—,reserpyl trimethoxycinnamate 
treatment, 293 

—, significance of findings in fundus in, 
294 

—, syrosingopine treatment, 356 

—, trimethidinium methosulphate in, 


454 
—, water and salt excretion after intra- 
venous salt load in, 39 
— with unilateral renal disease, neph- 
rectomy in, 212 
— without evident cause, epidemio- 
logical study, 454 
Hyperthermia, see Fever 
ruricaemia, relation to hyper- 
olesterolaemia and acute myo- 
infarction, 207 
Hyperventilation for maintenance of 
anaesthesia, 162 
Hypnosis in treatment of warts, 491 
— with light anaesthesia in cardiac 
surgery, 420 
Hypnotic drugs, influence on adreno- 
cortical function, 49 
Hypogammaglobulinaemia > 
lymphocytic leukaemia ge pho- 
cytic lymphosarcoma, clini Re 
cations, 298 
Hypoglycaemia, prolonged, encephalo- 
pathy of, 231 
Hypogiycaemic insulin reactions with- 
out warning symptoms, 309 
Hypokalaemia in salicylate intoxica- 
tion, 159 
Hyponatraemia in heart failure, body- 
fluid alterations during development 
of and recovery from, 37 
Hypopharynx, air passage through, in. 
unconscious patients in prone posi- 
tion, 254 
Hypophysectomy in proliferative dia- 
betic retinopathy, 307 
Hypotension, postural, after ganglion- 
blocking drugs, 268 
Hypothermia, controlled, in infants and 
children, 30 
—, electrocardiographic changes in, 253 
— in surgical treatment of atrial septal 
defects and pulmonary valvular 
stenosis, 288 
—,, intragastric, effect on massive gas- 
troduodenal haemorrhage in peptic 
ulcer, 282 
—, review, 30* 
—, spontaneous ventricular fibrillation 
in, drug control of, 432 
—, temperature gradients during, 30 
Hypothyroidism, see also Myxoedema 
, induction by radioactive iodine, 
effect in chronic pulmonary insuffi- 
ciency, 216 
Hypsarrhythmia, corticotrophin treat- 
ment, 332 


Icterus, see Jaundice 

Identification by V-test of mutilated 
victims of accidents, 341 

Idiocy, amaurotic family, statistical 
and genetic study, 245 

= regional, erythema nodosum in, 


Imbretil ”, muscle-relaxing proper- 
ties, clinical studies, 358, 421 
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Imidazoline derivative “ otrivin” in 
nasal congestion, 218 

ae in anergic schizophrenia, 
23 

depression, 487 

— action of antibiotics on, 
176* 

Immunization, combined, relationship 
ol t of vaccine and method of 

tion to reactions after, 74 
aan. local antibiotic treatment, 


145 

Indole excretion in schizophrenia, effect 
of tryptophan loading on, 486 

Indoluria in schizophrenia, 325 

Industrial medicine, 73-5, 154-8, 
249-51, 336-40, 417-19, 497-502 

nfants, anaemic, iron supplementation 

of milk for, 331 

— born after premature rupture of 
membranes, prophylactic antibiotic 
therapy, 414 
—, congenital muscular torticollis in, 
treatment, 149 

—, controlled hypothermia in, 30 

—, idiopathic hypercalcaemia in, elec- 
trocardiographic changes with, 331 

—, interstitial plasma-cell pneumonia 
of, kidney changes in, 352 
—, iron-deficiency anaemia in, com- 
plicated by copper and protein de- 
pletion, 494 
—, mental retardation in, follow-up 
study, 152 

— mortality, —— with mother’s 
age and parity, 3 

—, multiple air small and large 
intestine in, 72 

—, muscle tone and posture in, 151 

— napkins, influence of methods of 
sterilization on bacterial content, 493 
—, neurological examination, 151 
—, newborn, ammonia metabolism in, 


148 

—,—, bilateral bony atresia of pos- 
terior nares in, surgical treatment, 
150 

—,—, dyspnoeic, changes in _ heart 
size in, 70 

—,—, generalized listeriosis in, 148 

—,—, glutamic oxalacetic transamin- 
ase and lactic dehydrogenase activit 
in plasma and cerebrospinal fluid ~ j 


te) 
—, haemolytic disease of, see Ery- 
throblastosis foetalis 
—, —, intestinal obstruction due to 
agenesis of myenteric plexus in, 71 
—,—, of mothers diabetic or predia- 
betic, serum concentration of calcium 
and other electrolytes in, 330 
—,—, physiological jaundice in, 70 
—,—, Staphylococcal infection in, 
nasal antibiotic cream for, 70 
—,—, tetanus in, intermittent posi- 
tive-pressure respiration in, 242 
— of mothers over 40 years of age, 
prognosis, 336 
—, oral thrush in, nystatin treatment, 
414 
—, otogenic meningitis in, 301 
—, pH of skin surface of, 145 
—, poliomyelitis in, 13 
—, premature, haemoglobin metabol- 
ism in, 147 
—, —, hyperbilirubinaemia in, follow- 
up study, 147 
—,—, morbidity in first 2 years of life 
com .with that of full-term 
chil 
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Infants, premature, pupillary mem- 
brane in, 241 

—,—, respiratory distress syndrome 
in, 147, 413 
——, psychological effects of stay in hos- 
pital, 416 
—, pyknocytosis in, 241 

—, Shigellosis in, tetracycline treat- 
ment, 12 
_, systolic blood pressure in, practical 
method of measurement, 71 

Infection, see also Cross-infection 
_-, atypical mycobacterial, causing 
chronic lung disease, 216 

—, bacterial, morbidity and mortalit 
changes since introduction of anti- 
bacterial agents, 184 

—,fungous, superficial, griseofulvin 
treatment, 240 

—,—, variotin treatment, 492 
—, ’ genital, in males with ankylosing 
spondylitis, 192 
—, septic, in hospital patients due to 
nasal staphylococci, 362 
—, staphylococcal, in hospital nur- 
series, influence of different nursing 
techniques, 493 

—,—, of newborn infants in a nursery, 
nasal antibiotic cream for, 70 
—, streptococcal, Group-A f-haemo- 
erythromycin prophylaxis, 
180 

—,—, in population of rheumatic chil- 
dren, oral prophylaxis, 53 

—, —, relation of isolated recurrence of 
Sydenham’s chorea to, 132 

—, viral, of central nervous system, 
influence of poliomyelitis vaccination 


on aetiology of, 436 

Infectious diseases, 12-14, 97-8, 
182-5, 269-70, 361-2, 435-8 

—-—of childhood, electroencephalo- 
gram of, 361 

Inflammatory reaction, cytological 
study, 349 


Influenza, see also Para-influenza 
— A virus, association with infectious 
croup, 149 

—, Asian, and tuberculosis, 276 

_—, — , epidemic, gastro-enteritis in 
children during, 183 

—, —, in United States, 1957-8, 339 

—,—, maternal, congenital malforma- 
tions after, 361 

— C in a naval recruit population, 13 

— diagnosis, clinical and serological 
study, 437 

—— —, post-mortem, 430 

= epidemic (1959), epidemiological 
and clinical features, statistical anal- 
ysis, 182 

—, staphylococcal pneumonia in, rela- 
tion to antecedent staphylococcal 
skin infection, 269 

— virus, protection against neurotoxic 
action in mice by previous injection 


of endotoxin, 355 
allergic reactions 


Insect stings, severe 
to, I 

Insecticide, malathion aerosol, 
trolled human exposures to, 75 

Insulin absorption variability in normal 
and diabetic subjects after subcu- 
taneous and intramuscular injection, 
130 

—, effect on adrenaline content of 
adrenals of rats with alloxan diabetes, 
223 

—, — — blood glucose level, mechan- 
ism of action, 130 ~ 


con- 
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Insulin, effect on blood sugar pro- 

duction and utilization, 129 
— hepatic glucose metabolism 

fae unanaesthetized dog, 130 

—,—-— plasma turnover, 
51 

—, — — sensitivity of central nervous 
a to cholinomimetic agents, 
35 

—,extractable, immunochemical 
method of assay in study of immedi- 
ate action of tolbutamide, 224 

—, hypoglycaemic reactions to, with- 
out warning symptoms, 309 

— -like activity in plasma of normal 
and diabetic subjects, 309 

—, mechanism of action, 50 

— resistance due to neutralizing anti- 
bodies, 308 

Interferon assay, plaque inhibition test 
in, 180 

—, inhibition of growth of vaccinia 
virus in rabbit skin by, 180 

Intervertebral disk, see Spine 

Interviewing, psychiatric, intravenous 
methylphenidate in, 144 

Intestinal obstruction in newborn 
due to agenesis of myenteric plexus, 


71 

— —, psychological study, 484 

Intrinsic factor inhibition by pernicious 
anaemia, 214 

Intussusception, acute intestinal, con- 
trolled insufflation of air in diagnosis 
and treatment, 243 

Iodine metabolism in goitrous cretin- 
ism, 47 

—, radioactive, in thyrotoxicosis, 47, 
393 


—-—, therapeutic evaluation, 
12 

radioactive-iodine- 
labelled, contrast medium in reno- 


gram, 46 

Tonamin anoretic drug in manage- 
ment of obesity, 90 

Iontophoresis studies with a radioactive 
tracer, 58 

Iproniazid in angina of effort, clinical 
trial, 205 

— — — pectoris, 114, 291 

— — arterial hypertension, 293 

— -— depression, clinical and bio- 
chemical study, 326 

— — depressive syndromes, 68 

Iron, inorganic, absorption after partial 
gastrectomy, 457 

— metabolism disturbances associated 
with anaemia of rheumatoid arth- 
ritis, correlation with erythrocyte 
production and destruction, 213 

—— in relation to problems, 
review, 213* 

— supplementation of milk for infants 
with iron-deficiency anaemia, 331 

Irradiation, see also X-irradiation 

_—, microwave, physiological hazards, 
137 

Ischaemia, chronic myocardial, sur- 
gical treatment, 382 

Isoniazid alone and with p-amino- 
salicylic acid in non-cavitary pul- 
monary tuberculosis, 440 

—and pyrazinamide in pulmonary 
tuberculosis, 272 
—, effect on immunity induced by 
B.C.G. vaccination, 99 

—, toxic reactions to, 271 

_- "toxicity and safety of high dosages, 
364 


Isoxsuprine, vasodilator properties in 
peripheral arterial insufficiency, 292 
, see Pruritus 


Jaundice, chloropromazine, liver-cell 
necrosis in, clinical and histopatho- 
logical study, 429 
—,chronic intrahepatic obstructive, 


447 
—, neonatal, due to hereditary sphero- 
cytosis, 329 

—,—, parenteral sodium glucuronate 
in, 329 : 
—, obstructive, benign recurrent intra- 
hepatic, 373 

—,—,chronology of histological 
changes in liver in, 174 

—,—and hepatocellular, differentia- 
tion by new flocculation test, 348 

—,—, histological changes in hepatic 
interlobular bile ducts and ductules 
in, 174 

—,—,— features of diagnostic im- 
portance in, 174 
—, physiological, in newborn, 70 
—, recurrent, of pregnancy, clinical 
study, 107 

JB-516 in arterial hypertension, 293 
—, monoamine-oxidase inhibitor, in 
prim ary hypertension, 117 

electrical activity of, 373 

— mucosa in idiopathic steatorrhoea, 
histological study, 430 

—, routine barium examination of, 423 

Joint diseases in acromegaly, 391 

— lesions in disseminated lupus ery- 
thematosus, 87 


Kanamycin absorption and excretion, 
10 


—, antibacterial activity, 359 
“ Kendozid ” in heart failure, 90 
histochemical study, 


Khellin derivative, recordil Me: in 
angina of effort, clinical trial, 208 
Kidney, see also Nephritis, etc.; Reno- 


gram 

—, acute tubular necrosis, mortality, 
complications, and treatment with 
and without dialysis, 219 

—, artificial, disposable coil, metabolic 
alterations during haemodialysis 
with, 219 

—, —, in uraemia associated with acute 
glomerulonephritis, 304 

— blood flow, effect of hypertension 
on, 293 

— changes in hepatic cirrhosis, 351 

— — — interstitial plasma-cell pneu- 
monia of infants, 352 

— disease, chronic, anaemia in, effect 
of cobaltous chloride treatment on. 
thyroid function, 213 

— —, unilateral, nephrectomy in, 212 
-, effect of acetazolamide administra- 
tion in salicylate intoxication on, 159 

— failure, acute, persistence of anti- 
biotics in serum in, 359, 360 

—-—,—, recovery of renal function 
after, 303 

— —, chronic, leucocyte count in, 46 

—-— in Laennec’s cirrhosis, 
and laboratory features, 372 

— —, post-traumatic, pathogenesis of, 
303 
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Kidney failure, treatment by external 
route using a mammalian donor, 390 

— —, urine concentration in, 124 

— function, assessment with automatic 
external scintillation detection equip- 
ment, 461 

—-—during anaesthesia for cardio- 
vascular surgery, 421 


' — — in essential hypertension, effects 


of intravenous hydration and vaso- 
pressin on, 38 

— — test, plasma creatinine level and 
creatinine clearance as, 258 

—in Waldenstrém’s macroglobulin- 
aemia, 124 

— production of erythropoietic prin- 
ciple, experimental study, 346 

— tuberculosis, see Tuberculosis, renal 

— tubule epithelium, proliferative 
changes in glomerulonephritis, 173 

Klinefelter’s syndrome, a genetically 
determined condition with eunuchoid 
measurements but early epiphysial 
closure, 153 

— —, skeletal age studies in, 335 

Koilonychia and cystine content of 
nails, 214 

Kwashiorkor, anaemia in, 18 

—, fat metabolism in, 366 
Kyphoscoliosis, cardiorespiratory fail- 
ure in, 386 


Lactic dehydrogenase activity in plas- 
ma and cerebrospinal fluid of normal 
and abnormal newborn infants, 330 

—-w—in benign and malignant effu- 
sions, 426 

Laennec’s cirrhosis, see Liver cirrhosis, 
portal 

Langerhans, islets of, adenoma of, diag- 
nosis and treatment, 49 

“* Lapudrine ”’ in malaria, 444 

Largactil ”’, see Chlorpromazine 

carcinoma, supervoltage radia- 
_ tion in, techniques and early results, 
510 

— spasm, hysterical, and pee of 
paroxysmal arterial hypertension, 
294 

— tumours in females, 123 

Latex agglutination ceniainil test for 
trichinosis, 355 

— fixation test in non-rheumatic dis- 
eases, 467 

— — — — rheumatoid arthritis, modi- 
fication and simplification, 469 

Lead poisoning, chronic, prophylaxis 
with sodium calciumedetate, 340 

— — in manufacture of accumulators, 
risks and their prevention, 502 

Learning ability during course of elec- 
tric convulsion therapy, 490 

L.E. cell, see Lupus erythematosus 

“ Leprol ‘» tablets i in ambulatory treat- 
ment of depression, 144 

Lepromin test, depot, and B.C.G. 
vaccination, 20 

——,—, multipuncture, with differ- 
ent antigens, 366 

Leprosy, borderline form, diagnostic 
_ difficulties, 443 

—, dimorphous macular, clinical course 
in Belgian Congo, 277 
diphenylthiourea treatment, 444 
IP treatment, 20 

—, —’ foot ulceration in, circulatory 
changes i in, 367 
—, gynaecomastia in, 443 
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Leprosy, short- and long- 
— sulphones intramuscularly i in, 
307 
—, pulmonary disease in, 443 

— relapse after sulphone therapy, 103 

Leptospirosis, clinical characteristics, 


98 
—, meningeal, clinical features, 12 
Leucocyte agglutinins, comparative 
study of occurrence, 82 
—-—, problem of natural occurrence, 


detection by comple- 
ment consumption test, 172 

— antigens, genetic study, 245 

— count, yey in peripheral blood, 
relation to t cory function, 129 

—, peripheral blood, in acute anuria, 46 

chronic renal failure, 46 

-Leucotomy i in schizophrenia, follow-up 
study, 410 
in intractable anxiety, 
32 

—,—,— schizophrenia, follow-up 
study, 238 
—, value in relation to diagnosis, 69 

Leukaemia, acid mucopolysaccharide 
excretion in urine in, 259 
—, acute, association of fatal intra- 
cranial haemorrhage and “ blastic” 
crisis in, 119 

—, —, 6-chloropurine and 6-mercapto- 
purine treatments, comparison, 298 

—,—,in children, radiotherapy of 
complications of, 424 

—,—, — remission, whole-body irradi- 
ation followed by homologous bone- 
marrow transfusion in, 344 

—,—, influence of chemotherapy on 
survival in, 120 

—, prednisolone in massive doses 

in, evaluation of effect, 384 

—, —, rate of production and life span 
of erythrocytes in, 215 


and adults, 120* 

—,—, whole-body irradiation with iso- 
logous bone-marrow transplantation 
in, 512 

irradiation of thymic region, 


abnormalities in, 334 
chronic lymphocytic, acquired hae- 
molytic anaemia in, 119 
—, erythrocyte agglutination tests in, 
297 
—, — survival and causation of, 119 
= childhood, radiological picture of 
bone lesions in, 80 
———, relation of diagnostic ante- 
natal x-irradiation to, 77 
—, lymph nodes in, histological, elec- 
tron-microscopic, and tissue-culture 
_ opey examination, 347 
, lymphatic, cerebral demyelination 
in, 350 
—, hocytic, chronic, h 
globulinaemia in, clinical i implica- - 
tions, 2 
—,— and granulocytic, chronic chlor- 
ambucil ““myleran” in, com- 
_ Parison, 298 
. mannomustine treatment, 181 
» complications, 295 
onary involvement in, 458 
—; pyridoxine deficiency in, 40 . 
aemoid reaction in whooping- 
cough, incidence and significance, 98 
han and pethidine combined 
in premedication, 161 


—, —, skeletal manifestations in chil- - 
dren 


Le han, infil i 


thidine, 179 
Pidase ” in scleroderma, mechanism 
of action, 4 471 
ocaine, intravenous, effect on res- 


piratory activity in dogs, 9 
rabbit’s 


—, subcutaneous, reaction 
skin to, 8 

Liothyronine addition to weight-reduc- 
ing in obesity, 24 

Lipid level in 
in diagnosis prognosis of a 
sclerosis, 30 

— — — —,, effect of bilateral ovariec- 


tomy on, "382 
cerebrovascular disease, 


480 
— metabolism, inborn error of, 24 
Lipoblastomatosis of children, a 
Li tein concentration in plasma, 
uence of myocardial infarction on, 


207 

— — — serum in diabetes, 224 

perceptual process 

Liquamar in short-term anti- 

Listeriosis, pace in newborn 
infants, 148 

bar see also Encephalopathy, hepa- 
tic; Hepatitis 

— abscess, amoebic, differential diag- 
nosis, 21 

—-—,—, haematological findings, 
serum ’ protein patterns, and liver 
function tests in, 21 

— carcinoma, cholangiolocellular, 86 

_ = and cirrhosis in Dakar, W. Africa, 
I 

— cell necrosis, centrilobular, in cardiac 
and circulatory failure, serum glu- 
tamic oxalacetic transaminase acti- 
vity as index of, 453 


———in chlorpromazine jaundice, 
clinical and histopathological studies, 


429 
— cirrhosis, alcoholic, renal failure in, 
clinical and laboratory features, $73 
— —, ascites in side-to-side portacaval 
shunt for, 284 


psychiatric complications, 447 
——,, effect of diuretics on portal 


i in, 177 

— —, injection-corrosion studies, com- 
parison with normal liver, 351 

—w—, membranous and 
glomerulonephritis of, 261 

——, persistence of ‘antibiotics in 
serum in, 360 

amino-acids in arterial 
and patic venous blood in, 29 _ 

——,—, blood ammonia 4 in, 

lini 


1 significance, 28 
“db  move- 
ment in decompensated, 2 
i zinc metabolism 
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Liver disease, corticotrophin and adre- 
nal steroids in, critical review, 108* 
— —, cyanocobalamin level in blood 


in, 200 

is — — in ulcerative colitis, 201 

ae —-—, metabolic effects of glutamate 
cc and arginine administration and pro- 


tein restriction in, 447 

—-—, plasma prothrombin levels in, 
— and prognostic significance, 
2 

— —, thin macrocytosis of, 83 

— function in schizophrenia, 325 

—-—,rose bengal radioactive iodine 
test of, increase of sensitivity with 
use of “‘ bromsulphalein ”’, 171 

— —, serum haptoglobin level as index 
of, clinical and diagnostic value, 1 

— — tests in acute amoebic dysentery 
and amoebic liver abscess, 21 

—, thromboplastin generation as, 
253 

— in ulcerative disease of intestinal 
tract, functional and anatomical 
changes, 29 

— injury, drug-induced, 448* 

regenerative hyperplasia 
of, 351 

— radiography after intravenous col- 
loidal gold, experimental study, 422 

— toxicity of pyrazinamide in far ad- 
vanced pulmonary tuberculosis, 100 

— visualization by accentuation scin- 
tillation scanning techniques, 422 

Lobectomy in bronchial carcinoma, 388 

Lobotomy, see Leucotomy 

“Lorfan”’, psychotomimetic action, 
141 

Lumbo-sacral pain in disk hernia, 479 

— strain, chronic, management, 473 

“Lump in throat”, clinical signifi- 


cance, 301 
Lung, see also Bronchus 
— adenomatosis, diagnosis during life, 


460 

—blastomycosis, clinical manifesta- 
tions, 386 

—carcinoma, bronchiolar adenoma- 
tous tumour and origin of, 2 

— bronchogenic, solitary circum- 
scribed pulmon lesion due to, 
follow-up study after surgical treat- 
ment, 299 

— — in white South Africans, 387 

— —, involvement of great vessels in, 
angiocardiographic report, 78 

— —, metastatic, exfoliative cytology 
in, 86 

— — mortality in smokers, comparison 
with deaths from other diseases, 154 

—-—-, recent changes in relative fre- 
quency of various histological types, 
352 

— changes in hydantoin treatment of 
epilepsy, 478 

— denervation and resection in asthma, 
196 

— disease, chronic, due to atypical 
mycobacterial infections, 216 

——, —, reduction in systemic blood 
oxygen as result of procedures 
affecting pulmonary circulation in, 
456 

— — in leprosy, 443 

— —, relation of Aspergillus fumigatus 
in sputum to, 217 

— fibrosis, cardiopulmonary function 
in, 4 

— —, interstitial, blood-flow relation- 
ships in, 388 
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Lung fibrosis, respiratory mechanics 
and work of breathing in, 388 

— function, biphasic radiography of 
chest in investigation of, 79 

— —, differential, in atrial septal de- 
fect, 32 

— — in asthma and emphysema, effect 
of atropine smoke on, 196 

— — — chronic emphysema, 122 

— — insufficiency, effect of radio- 
active-iodine-induced hypothyroid- 
ism on, 216 

—-— patterns in patients with em- 
physematous bullae, 299 

— — tests in bronchiectasis, 44 

—in mitral stenosis, radiological 
appearance, 33 __ 

— infarcts, bronchiolar proliferation 
and metaplasia in, 3 

— lesions due to oxygen poisoning in 
mice, electron-microscopic study, 346 

—, leukaemic-cell infiltration of, 458 

— lymphoma, primary malignant, 214 

— of, sulphur-mine workers, radio- 
logical appearance, 500 

— resection on one or both sides for 
extensive bronchiectasis, clinical and 
physiological evaluation, 42 

—, subpleural blebs, indications for and 
contraindications to surgical treat- 
ment, 43 

— tuberculosis, see Tuberculosis, pul- 
monary 

— volume in asthmatic children during 
symptom-free periods, 22 

Lupus erythematosus cell factor, reac- 
tion with deoxyribonucleoprotein of 
cell nucleus, 470 

— —, disseminated, lesions of joints 
and tendon sheaths in, 87 

——,—, pericarditis in, differentia- 
tion from acute idiopathic form, 
109 

— —,—, pyridoxine deficiency in, 40 

——, hereditary hypergammaglobu- 
linaemia and, clinical, .electrophore- 
tic, and serological studies, 470, 471 

— —, systemic, factors influencing 
course and prognosis, 57 

—-—-,—, haematoxylin bodies in, 
diagnostic value in necropsy study, 
353 

——, —, heart in, 132* 

— —, —, involving chest, clinical and 
radiological signs, 57 

——,—, methylprednisolone treat- 
ment, 132 

— —, —, new clinical concept of, 312 

— —, —, nucleoprotein-latex agglu- 
tination test in, 401 

— —, —, precipitation test for, 226 

——,—, psychiatric manifestations, 
312 

——,—, review of development in 
study of, 471* 

——, —, rheumatoid factor in, 397 

— —, —, serum proteins in, 469 

— —, —, p-toluene-sulphonic-acid pre- 
cipitation test for, false-positive re- 
sults, 401 

— vulgaris cutis, fatality ratio for, 440 

Lye, see Sodium hydroxide 

Lymph nodes in infectious mononucleo- 
sis, morphological findings in, 3 

Lymphoma, follicular, acquired haemo- 
lytic anaemia in, 119 

—, malignant, autoimmunity in man 
and homologous disease in mice in 
relation to, 40 

—, primary malignant, of lung, 214 


Lymphosarcoma, acquired haemolytic 
anaemia in, 119 

—, acute disseminative demyelination 
of brain in, 350 

— after irradiation of thymic region, 


509 
—, lymphocytic, hypogammaglobulin- 
aemia in, clinical implications, 298 
—, pyridoxine deficiency in, 40 
t-Lysine monohydrochloride in mer- 
curial-resistant oedema, 356 


Macleod’s syndrome, 121 
Macrocephaly, external cranial volume 


in, 243 

Macrocyclon in pulmonary tuberculo- 
sis, 275 

Macrocytosis, thin, of liver disease, 83 

Macroglobulinaemia, Waldenstrém’s, 
clinical and haematological aspects, 
295 

—, —, kidney in, 124 

Magnesite dust, toxic effects, experi- 
mental study, 158 

Magnesium sulphate, intramuscular, in 
coronary artery disease, 452 

Malabsorption, diagnosis by oral xylose 
test, 370 

— syndrome after partial gastrectomy, 
alimentary histology in, 173 

Malaria eradication by weekly adminis- 
tration of pyrimethamine, 193 

—, field trials of new drugs in, 444 

—, pyrimethamine with folic and folinic 
acids in, 277 

Malathion aerosols, controlled human 
exposures to, 75 

Malformation, congenital, after mater- 
nal Asian influenza, 361 

—,—, associated with cerebral palsy 
and mental retardation, 244 

Malnutrition associated with dissemina- 
tion of herpes simplex virus infection, 
97 

Mam gland carcinoma in mice, 
effect of combined irradiation and 
folic acid analogues on, 256 

Manganese and abietic acid in allergic 
diseases, 279 

— poisoning, chronic, clinical features 
and pathophysiology, 418 

Mannomustine in leukaemias, poly- 
— and malignant disorders, 
181 


‘*Marcoumar”’, oral, in short-term 
anticoagulant therapy, 92° 

Marfan’s syndrome, inheritance of, 495 

** Marsilid ”, see Iproniazid 

— muscle, benign hypertrophy 
of, 199 

Mast cells in bronchial connective tis- 
sue, importance in allergic tissue 
injury, 105 

— —, tissue, and tissue amines, 353* - 

Mastic fixation test in rheumatoid arth- 
ritis, 469 

Mastitis in cows, antibiotics in milk 
after treatment, 96 

Mastoid operation, radical, radio- 
therapy of slow-healing wounds after, 
511 

Measles, cytological diagnosis, 172 

—, development of complement-fixing 
antibodies in, 264 

—, electroencephalogram in, 361 

— virus, isolation at necropsy in cases 
of giant-cell pneumonia without rash, 
437 
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Measles virus persistence and depres- 
sion of antibody formation in giant- 
cell pneumonia after measles, 438 

Media, see Culture media 

Mediastinoscopy, ere and tissue 
biopsy by means of, 460 

Medication, pre-anaesthetic, with pro- 
methazine, 504 

Medrol ’’, see rednisolone 

— toxic, in ulcerative colitis, 
285 

Melanoma, sex and survival in, 145 

Memory disturbances, survey, 64 

Meningitis, aseptic, laboratory investi- 
gation on, 182 

er” leptospiral, clinical features, 12 

—, otogenic, in infants and children, 
30% 

—, pneumococcal, treatment, 233 

—, tuberculous, in children, present 
and future position of treatment in 
U.S.S.R., 189 

—,—, prednisolone in, 156 

—, —, rela and recurrences during 
and after treatment, 16 

—,—, treatment, 276. 

kraine, 188 

Mental deficiency, aetiological prob- 
lems in, 409 

— — due to syphilis, 322 

— in phenylketonuria, relation of 
decreased ps, soy metabol- 
ism to, 409 

— —, Parkinsonism after “ dartalan ” 
treatment, 322 

— —, size of boys with, 321 

— disease, severe, fluopromazine treat- 
ment, 327 

— retardation, congenital malforma- 
tions associated with, 244 

, diagnosis in infancy, follow-up 
study, 152 

— —, glutamic acid treatment, 65 

Mepazine, influence on action of metha- 
done, 179 

Mephentermine as vasopressor agent in 
anaesthesia, 164 

= robamate as adjunct to physical 

wr for children with cerebral 
palsy, 402 
—, effect on sleep and motility during 
sleep, comparison with pentobar- 
bitone, 95 

— in control of tetanic spasms, 184 

—, sedative effects, comparison with 
‘« plexonal 268 

MER-29, effects in subjects with and 
without coronary artery disease, 114 

6-Mercaptopurine in acute leukaemia, 
comparison with 6-chloropurine, 298 
—, influence on survival in acute leu- 
kaemia, 120 

Metabolism, nutrition and, 24, 
197-8, 280, 370, 445 

Metabolite I, see G27 202 

Metahexamide in diabetes mellitus, 
clinical evaluation, 52 

— ——-—, comparison with tolbut- 
amide and chlorpropamide, 52 
—, oral, in diabetes, 395 

Meteorological factors, influence on in- 
cidence of poliomyelitis, 418 

——,—-—-relapse of peptic ulcer, 


372 

Methadone action, influence of pheno- 
thiazine derivatives on, 179 

Methforylthiazidine, oral diuretic, 
clinical study, 37 

Methimazole in thyrotoxicosis, com- 
parison with carbimazole, 126 


fatal complica- 

Methyichclanthrene-tike substance in 
sera of patients with tumours, de- 
tection Schultz—Dale method, 

2 - Methyl - 3 - orthotolyl - 4 - quinazol- 
one, see TR4 95 

Methylphenidate as adjunct to psycho- 
therapy, 488 
—, intravenous, in psychiatric inter- 
viewing, 144 

Methylprednisolone in disseminated 
lupus erythematosus, 132 

— — rheumatoid arthritis, comparison 
with other corticosteroids, 135 

6-Methylprednisolone, effect on mer- 
curial ag in refractory cardiac 

Microbiclag 1 d parasitol -6, 

robio ogy and parasitology, 5 

88-9, 175-6, 262-4, 354-5, 431 

Microcephaly, ‘anal of 102 cases, 493 
—, external cranial volume in, 243 

Migraine, deanol treatment, 434 
—, manganese and abietic acid i in, 279 

— and pseudomigraine syndrome, elec- 
tromanometric study, 318 

Milk, antibiotics in, after treatment of 
mastitis in cows, 96 

Minamata disease, late effects of neuro- 
logical pg caused by contamin- 
ated fish, 4 


7 

Mitral, see Heart; Valvotom 

Mongolism, chromosome variations in, 
335 

—, congenital heart defects in, 482 

—, formation and extinction of con- 
ditioned refiexes in, 244 

Monoamine-oxidase inhibitor, JB-516, 
in primary hypertension, 117 

Mononucleosis, infectious, enzyme- 
a sheep erythrocytes in test for, 
263 


| —,-—, morphological findings in lymph 


nodes i in, 3 

—, —, rickettsioses and, 1 

Morbidity in indigenous eleuiation of 
Nigeria, 18 

— of premature infants in first 2 years 
nb life, 71 


nital 

Mortality, see Death 

Mother-child separation and delin- 
quency, 140 

Motor deficit in congenital bilateral 
athetosis, 243 

Movement interpretation in Rorschach 
test, theory of, 64 

Mucocele of sphenoid sinus, 389 

Mucopolysaccharides, acid, intrapul- 
monary accumulation, 82 

—, —, urinary in malignant 
neoplastic diseases, 2 

Mucoprotein levels in “Blood and cere- 
brospinal fluid in crea dis- 
orders, 258 

Mucoviscidosis, hereditary, in adult, 
and relationship to peptic 372 

— as barrier to diffusion, 
2 

purified, experiments on, 


Mumps, electroencephalogram in, 361 

— orchitis, prednisone treatment, 14 

Muscle contraction time, changes dur- 
ing treatment of thyrotoxicosis, 126 
—, extraocular, influences of semi- 
circular ducts on, 45* 
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Muscle groups, hypertonic, in hemi- 
plegia, response to stretch, 137 

—relaxant, carbolonium bromide, 
clinical study, 358, 421 

— relaxation with ‘‘ mylaxen ”’, bron- 
chospasm due to, 506 

— strength, effect of brief isometric 
exercises on, 403 
—, tibial, ischaemic necrosis due to 
arterial embolism and thrombosis, 
210 

— tone and posture in infancy, 151 

— weakness in neurological disease, 
effect of exercise on, 402 

Mushroom workers, respiratory disease 
in, 339 

Myasthenia gravis, characteristic mal- 
formation of neuromuscular junction 
in, 4 

— syndrome in amyotrophic lateral 
sclerosis, 408 

Mycobacterium tuberculosis, drug- 
resistant, isolated from untreated 
patients with pulmonary tuberculo- 
sis, 175 

— —, streptomycin- and isoniazid- 
resistant, prevention of emergence 
by combined drug therapy, 273 


Mycosis, gen endogenous, in 
children, 270 
Myeloencephalography, ** panto- 


paque ”’, technique, 166 

Myeloma, multiple, acid mucopoly- 
saccharide excretion in urine in, 25 
—, plasma-cell, clinical aspects, 298 

Myenteric plexus agenesis causing in- 
testinal obstruction in newborn, 71 

““Mylaxen” for muscle relaxation, 
bronchospasm caused by, 506 

“ Myleran ” in chronic lymphocytic and 
granulocytic leukaemia, comparison 
with chlorambucil, 298 

Myocardial infarction, acute, hyper- 
uricaemia in relation to, 207 

——, — intravenous hyaluronidase 
in, clinical and experimental study, 


35 

——, —, multiple serial enzyme stu- 
dies in, 289 

——,—, peptic ulcer complicating, 
113 

—-—,chair-bed in management of 
patients, 113 

— —, haemorrhagic duodenitis in, 208 

—— —, influence on plasma lipoprotein 
concentration, 207 

—w—, intramuscular magnesium sul- 
phate in, 452 

— —, minor, electrocardiography with 
high chest leads in, 287 

——-, plasma catechol amine concen- 
trations in, 34 

—-—, proteolytic and fibrinolytic 
effects of streptokinase in, 116 

— —, syndrome following, 290 

— ischaemia, chronic, surgical treat- 
ment, 382 

Myocardium, histological study of 
capillary bed and demonstration of 
muscle sphincters, 109 

“ Myodil ”’, see ** Pantopaque ” 

Myopathy, emotional and eT 
development in, 416 

Myxoedema, action of triiodoth 
and its acetic acid d 
triac on, 127 
—, adrenocortical function tests in, 222 

—, clinical diagnosis, re-evaluation of 
80 cases, 222 

ipheral neuropathy in, 127 
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Nails, cystine content, correlation with 
severity of koilonychia, 214 

~——, growth in health and disease, 197 

Napkins, influence of methods of steril- 
ization on bacterial content of, 493 

Narcotic addiction, maternal, effect on 
newborn infant, 149* 

Nares, posterior, bilateral bony atresia 
of, in newborn infants, surgical treat- 
ment, 150 

Neck, pressure on, pathological study, 
503 

Neisseria gonorrhoeae, identification by 
fluorescent antibodies, 1 

Neomycin, antibacterial activity, in- 
crease in presence of certain steroids, 
studies in vitro, 11 

Nephrectomy in hypertension and uni- 
lateral renal disease, 212 

Nephritis, fluorescent antibody tech- 
nique in study of pathogenesis, 257 

—, glomerular, acute, artificial kidney 
in. treatment of uraemia associated 
with, 304 

—,—, —, type-specific antibodies in, 
r24* 

—, —, blood volume in, determination 
with radioactive-chromium-labelled 
124 

—,—, focal, renal biopsy in, 304 

—_——, membranous and proliferative, 
of hepatic cirrhosis, 261 

—,—, post-streptococcal, biopsy stu- 
dies, 462 

—,—, proliferative alterations in epi- 
thelium of renal tubules in, 173 

— in children, effects of early ambula- 
tion, 332 

~~ , nephrosis and, so-called mixed form, 
in children, possibilities and limits of 
differentiation, and treatment, 415 

—, Salt-losing, metabolic study, 304 

Nephropathy, diabetic, pathogenesis, 
352 

—,—, structure and function in, 174 

—, vaccinal, 303 

Nephrosis, see Hydronephrosis 

Nephrotic syndrome, effect of cortico- 
trophin and steroid drugs on, 124* 

— —, fine structure of glomerulus in, 
173 

~—- — in adult and older children, prog- 
nosis, 46* 

—-—,renal biopsy findings during 
prednisone treatment, 462 

— —, resolution of glomerular lesions 
after cortisone treatment, 261 

Nerve block, brachial plexus, for hand 
surgery, 161 

— -—, high vagal, anatomy and tech- 
nique, 161 

— lesions, peripheral, electrodiagnostic 
definition of site and nature, 403* 
—, optic, glioma of, radiological mani- 
festations, 343 

Nervous system, central, of dogs, sys- 
tematic histological examination, 88 

Nettle pollen allergy, 22 

Neuraminic acid level in cerebrospinal 
fluid in schizophrenia, 486 

Neuritis, optic, in uncontrolled diabetes 
mellitus, 466 

Neurology and neurosur¢gery, 59-63, 
138-9, 231-4, 313-20, 404-8, 473-80 

Neuromuscular disorders, emotional 
and personality development in, 416 

Neuronitis, infectious, in children, 332 

Neuropathy, isolated trigeminal, 473 

— of polycythaemia, pernicious anae- 

mia, and leukaemia, 295 
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Neuropathy, 


in myxoe- 
dema, 127 


peripheral, 


. Neurosis, chemical shock therapy with 


7843 R.P., 67 

—' without cardiac symptoms, effect of 
physical training in, 402 

Neurosurgery, controlled respiration 
during anaesthesia in, 163 

Neurosyphilis, location and concentra- 
tion of flocculating and of comple- 
ment-deviating antibodies in, 191 

Neutron therapy of tumours, perfusion 
of uranium—antibody complexes for, 
424 

Nicotinic acid as hypocholesterolaemic 
and anti-atherogenic agent, 210 

Nicoumalone, anticoagulant properties, 


7 

Niemann-—Pick disease, relation of Tay— 
Sachs disease with visceral involve- 
ment to, 261 

Nitrogen mustard and radiotherapy 
combined in Hodgkin’s disease com- 

with radiotherapy alone, 512 

— retention in old age, action of chloro- 
trianisene with androgen on, 445 

Nitroglycerin, action on coronary circu- 
lation in coronary artery disease or 
increased ventricular work, 35 

health and in mild 
cardiac conditions, 35 

Nodules, rheumatic-like, in non-rheu- 
matic "children, 172 

Noise in small textile plants, hearing 
injury due to, 499 

Noradrenaline in arrhythmia, 37 

hypertension, effect of 
chlorothiazide on, 454 

—, intravenous, in carcinoid syndrome 
causing facial flushing, 391 

Nose, see also Rhinitis 

— congestion, otrivin”’ 
218 

—septum, deviated, indications for 
submucous resection of, 302 

— staphylococci and sepsis in hospital 
patients, 362 

Nutrition and metabolism, 24, 197- 
98, 280, 370, 445. See also Malnu- 
trition; Undernutrition 

—, endemic goitre and, interrelation- 
ship in a Brazilian Amazon com- 
munity, 128 

Nystagmus, postural, physiological 
basis of mechanism in cat, 302 

Nystatin in oral thrush of infancy, 414 

— with tetracycline, side-effects, ro 


treatment, 


Obesity and denial of hunger, study in 
gastric motility, 142 

—, coronary artery disease and, 382 

—, eating patterns and, 197 

—, “ ionamin ” in management, 90 

—, liothyronine addition to weight- 
reducing diet i in, 24 
—, water retention in, 370 

Octylamine, effect on mast cells and 
histamine content of sensitized 
guinea-pig tissues, 279 

Oedema, aldosterone and deoxycortone 
in, abnormal response to, 465 

mercurial-resistant, L-lysine mono- 

~ hydrochloride i in, 3 56 
—, refractory cardiac, effect of predni- 
sone and 6-methylprednisolone on 
merc diuresis in, 453 

Oesophago-gastric sphincter after car- 
diomyotomy, 26 


due to intracranial 

ections, I 

Oesophagus burns due to sodium hy- 
droxide, prednisone treatment, 26 

—carcinoma, association of hiatus 
hernia with, 25 

—-—~,role of benign obstruction in 
development of, 106 
—, congenital short, in childhood, 414 

— lesions associated with cerebral neo- 
plasms, 106 

— varices, bleeding, and portal hyper- 
tension without demonstrable intra- 
or extrahepatic venous obstruction, 


108 
Old age, community needs of psychi- 
atric patients in, 235 
— —, nitrogen retention in, action of 
chlortrianisene with androgen on, 445 
— —, tuberculin reactions and B.C.G. 
vaccination in, 363 
— —, unexplained heart failure in, 453 
Oradon see Theophylline hydrate 
er mumps, prednisone treatment, 


Orphenadrine hydrochloride in severe 
kinsonism, clinical evaluation, 


139 
“ Ostensin ” in hypertension, 454 
Osteoarthritis of spine, 4 
—, phenylbutazone suppositories in, 


399 

Osteomyelitis, acute, in  sickle-cell- 
haemoglobin-C disease, 41 

Otitis —- topical antibiotic treat- 
ment, 389 

Otorhinolaryngology, 45, 123, 218, 
301-2, 389 
Otosporin ” in otitis externa, 389 

“* Otrivin ” in nasal congestion, 218 

Ovariectomy, bilateral, effect on coron- 
ary artery disease and serum lipid 
levels, 382 

Oxalic acid, see Hyperoxalaemia 

Oximetry, clinical value, 287 

Oxygen, arterial, desaturation, cyano- 
sis as guide to, 386 

— content of systemic blood, reduction 
as result of procedures affecting pul- 
monary circulation in chronic pul- 
monary disease, 456 

— poisoning, pulmonary lesions caused 
by, electron-microscopic study in 
mice, 346 

— saturation of blood in intracardiac 
shunts, effect of Valsalva manoeuvre 


on, 449 

Oxyhaemoglobin dissociation curve in 
common haemoglobinopathies, 384 

“ Oxylone ” in inflammatory and 
gic dermatoses, 491 


Oxyuriasis, pyrvinium pamoate treat- 
ment, 435 


Paediatrics, 70~—2, 147-52, 241-4, 329- 
33, 413-16, 493-4. For details see 
Chil ; Infants 

Pain, chronic, analgesic effects of dex- 
tromoramide and racemoramide on, 


_% 
, lumbo-sacral, in disk hernia, 479 
vertebral, of. psychosomatic origin, 


pase Prints, quantitative genetics of, 


pass Bell’s, and sudden deafness, 302 
—,—, pathogenesis and treatment, 
404 
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Palsy, cerebral, congenital malforma- 
tions associated with, 244 

—,—, emotional and personality 
development in, 416 

—, —, impairment of hearing and, 416 

—,—, intensive physical and occupa- 
tional therapy in, testing and results, 
402 

—,—, meprobamate as adjunct to 
physical therapy in, 402 

—, —, relation of structural alterations 
in cerebellum to residual symptoms 
in ataxic-atonic group, 333 

Pancreas carcinoma and peptic ulcera- 
tion, 372 

— cystic fibrosis in adults, sweat test 
in, 112 

— fibrocystic disease, genetic mechan- 
ism, 335 

— function changes in children with 
pneumonia or acute rheumatism, 72 

— insular tissue, adenoma of, diagno- 
sis and treatment, 49 

Pancreatitis, acute, after chlorothiazide 
treatment, 267 

—, chronic, radioiodinated protein and 
fat absorption in, 200 

Panic, homosexual, clinical and theo- 
retical considerations, 237 

“ Pantopaque ” myeloencephalogra- 
phy, 166 

— ventriculogra = pe in location of sur- 
gical lesions of posterior fossa, 166 

Parabiosis, dialytic, in renal failure, 390 

Parabromdylamine i in perennial allergic 
rhinitis, colour coding in evaluation 
of, 265 

Para-influenza virus, Ty I and 3, 
intranasal inoculation in adults, 437 

Paralysis, facial, in temporal bone frac- 
ture, surgical treatment, 302 

—, post-epileptic, clinical and experi- 
mental study, 407 

—,Yespiratory, after antibiotic ad- 
ministration during anaesthesia, 
study-in vitro, 421 

Paranoid delusions, effect of rational 
discussion on strength, 66 

Paraplegia, familial spastic, with amyo- 
trophy, oligophrenia, and central 
retinal degeneration, 138 

—, spastic, ‘‘ Ciba 13,155” in, 313 

Parasitology, microbiology 
5-6, 88-9, 175-6, 262-4, 354-5, 431 

Parathion poisoning in Finland, 341 

Parathyroid function, tubular reab- 
sorption of phosphate as index of, 445 

Parkinson syndrome, electroencephalo- 
gram in, 477 

Parkinsonism after ‘‘ dartalan ”’ treat- 
ment of mental deficiency, and occur- 
rence of oculogyric crises in identical 
twins, 322 
—, management of, review, 234* 

—, psychological investigation, 234 

—., relation of certain disease factors to 
psychological functions in, 406 

—, severe, orphenadrine hydrochloride 
treatment, 139 

Paromomycin in amoebic dysentery, 21 

Parotitis, see Mumps 

PAS, see p- ‘Aminosalicylic acid 

Pasteurella pestis, rapid identification 
with fluorescent antibody, 5, 6 

Pathology, 1-4, 81-7, 169-74, 257-61, 
345-53, 425-30 

Pemphigus erythematosus, triamcino- 
lone treatment, efficacy and side- 
effects of prolonged administration, 
145 


Penicillin antigenicity, modification of, 
105 

urethritis resistant to, 
305 

— in milk after treatment of mastitis 
in cows, 96 

— sensitivity of Gram-negative enteric 
bacteria, 359 
—, synthetic, BRL 152, absorption and 
excretion studies, 360 


— V potassium, see Potassium phen-” 


oxymethylpenicillin 

Penta-erythritol tetranitrate in angina 
of effort, clinical trial, 208 

Pentobarbitone, effect on sleep and 
motility during sleep, comparison 
with meprobamate, 95 

Pentothal ”’, see Thiopentone 

Pepsin production, relation of race and 
ABO blood groups to, 199 : 

Peptic ulcer, see Ulcer 

Perchlorperazine, evaluation by sequen- 
tial analysis, 489 

Periarthritis of shoulder, results of 
treatment, 55 

Pericarditis, acute idiopathic, diagnos- 
tic and therapeutic management, 204 

—,——, differentiation from that 
occurring in disseminated lupus 
erythematosus, 109 

—, constrictive, annular, surgical treat- 
ment, 204 

—, recurrent idiopathic, in absence of 
cardiac constriction, pericardiectomy 
in, 375 
—, viral, 4 

Peritoneumn, needle biopsy of, tech- 
nique, 25 

Perphenazine, effect . on post-anaes- 
thetic vomiting, 506 

— in anxiety and depression, 326 

Personality features in primary glau- 
coma, 483 

Pertussis, see Whooping-cough 

Pethidine and antagonist, premixed, in 
obstetric analgesia, 420 

— —levallorphan combined in pre- 
medication, 161 
—,Tespiratory depressant and anal- 
- action, influence of levallorphan 


179 

Petrol filling stations, hygiene stan- 
dards for safety zones around, 502 

Phaeochromocytoma, histopathological 
study, 353 

—, rabbit aortic-strip method of assay 
as screening test for, 307 

Pharmacology and _ therapeutics, 
7-9, 90-5, 177-9, 265-8, 356-8, 432-4 

Pharynx carcinoma, supervoltage 
radiation in, technique and early 
results, 510 

a treatment, fatal compli- 
cations, I 

Phenanthroline-quinone semicarbazone 
in amoebiasis, 21 

Phenethyldiguanide in diabetes, 308, 
395 

— — —, clinical trials, 131 

Phenglutarimide, effect on salivary 
secretion, 358 

Phenindione, properties and_ clinical 
effects, comparison = other pro- 


throbinopenic dru 
Phenmetrazine ad iction, psychosis 
and, 236 


Phenolic’ acids, urinary excretion by 
normal and schizophrenic men, 486 
Phenothiazine combinations, anti- 

depressant effect, 237 
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Phenothiazine derivatives, influence on 
action of methadone, 179 

Phenylbutazone in exudative pulmon- 
ary tuberculosis, 187 

—-w—rheumatic diseases, untoward 
effects, 133 


_——, metabolite I and, in rheumatoid 


arthritis, comparative effects, 135 

Phenylketonuria, detection in infan 
and in mental defectives, 258 
—, relation between decreased 5-hy- 
droxyindole metabolism and mental 
defect in, 409 

—, test for, 348 

2- Phenyl resinate 
in obesity, 

hydrochloride, analgesic 
effectiveness, 357 

Phlebography, see Venography 

Phosphohexose isomerase activity in 
cerebrospinal fluid in patients with 
brain tumours, 170 

Phosphoric acid, 1:4-dioxyphenyl-o:o- 
bis-diethylenediamide of, antitumour 
action, 181 

Phosphorus, radioactive, in poly- 
cythaemia vera, 297 

—,—, uptake by erythrocytes as index 
of thyroid function, 394 

Photic in diagnosis of 
ep pilepsy, 6 

Phthal yisulphathiazole with puro- 
mycin in intestinal amoebiasis, 21 

Physical fitness of oarsmen and Rugby 
players before and after training, 

8 


5 

— medicine, 58, 137, 402-3, 472 

— training, effect in vasore 
asthenia, Da Costa’s syndrome, and 
without cardiac symptoms, 


infestation, see Enterobiasis 

“ Pipadone ”’, see Dipipanone hydro- 
chloride 

“ Pitressin ’’, see Vasopressin 

Pituitary, anterior lobe, traumatic in- 
farction of, 429 

— disorders, *sulphation factor activity 
of sera in, 125 
—, radioactive implantation of, 256 

yttrium irradiation of, meta- 
bolic effects in Cushing’s syndrome, 
463 

— reserve, clinical application of new 
test for, 220 

— tumour in Cushing’s syndrome, ocu- 

— manifested after adrenalectomy 
for Cushing’s syndrome, 391 

Pityriasis versicolor, variotin treat- 
ment, 492 

Placenta, isolated, hormone production 
of, 463* 

implantation for peripheral 

ascular disease, 292 

be Placidyl ” in mixed grand- and petit- 
mal epilepsy, 319 

Plantar reflex, see Reflex 

Plaque inhibition test for antiviral 
agents, application to interferon 
assay, 180 

“ Plaquenil ” in Sjégren’s syndrome, 57 

Phew reagin test in osis of 
syphilis, 441 

Pleurisy, viral, 4 

Plexonal ” effects, compari- 
son with me robamate, 268 

Pneumatic tools, spinal lesions due to 
working with, 340 

Pneumatosis, intestinal, in infants, 72 
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Pneumoconiosis complicated by tuber- 
culosis, treatment, 275 

—, expiratory and inspiratory flow 
rates in health and, 386 

— in carbon electrode makers, 501 

— — coal-miners, respiratory function 
in, 419 

— — sulphur-mine workers, 500 

—, method of radiological investiga- 
tion, 249 

—, partitional respirometry in, 121 

Pneumocystis carinii infection of lungs, 
experimental, in rabbits, 81 

Pneumonia, Asian influenzal, 
and virological analysis, 85 

—, giant-cell, after measles, persistence 
of measles virus and depression of 
antibody formation in, 438 

—, —, without rash, postmortem isola- 
tion of measles virus from, 437 

—in children, pancreatic function 
changes in, 72 


Pneumocystis carinii infection, ex- 
perimental, 81 
—, — —, of infants, renal changes in, 


352 

—, staphylococcal, in influenza, rela- 
tion to antecedent staphylococcal 
skin infection, 269 

Pneumonitis complicating chronic bron- 
chitis, electrolyte excretion in, 42 

—, radiation, prednisolone treatment, 
511 
—, rheumatic, clinical and radio- 

ical signs, 57 

Pneumothorax, intrapleural, relapse of 
pulmonary tuberculosis after, roo 

Poisoning, see also specific agents 

— treatment during past 25 years‘ 
retrospective review, 341* 

Poliomyelitis, acute, intrathecal hydro- 
cortisone in, 13 

— antibody response after various 
vaccination schedules and at different 
-ages, 338 

— antisera Types 1, 2, and 3, British 
standard, 6 

—, arterial hypertension after, 436 


Poliomyelitis virus, histopathology of 
experimental intestinal infection 
with, 82 

isolation, comparison of sensi- 
tivity of several mammalian cell 
types for, 175 

, kinetic neutralization reaction 
in vitro with, 89 

— —, live attenuated, oral administra- 
tion as vaccine in community setting, 
156 
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— —, living vaccine strains, intra- and | 


inter-familial spread, 248 
Pollen from tree, allergic mani- 
festations to sensitization by, 369 
Polyarteritis nodosa involving chest, 
clinical and radiological signs, 57 
Polyarthritis, non-specific infective, 
diphenylamine reaction in, 53 
Polycythaemia, mannomustine treat- 
ment, 181 
—, neurological complications, 295 


| — vera, radioactive phosphorus treat- 
—, interstitial plasma-cell, due to 


ment, 297 


\——, role of factors controlling haemo- 


iesis in, 457 
in rheumatoid arthritis, 
ical and pathological study, 134 
Polysaccharide, acid, urinary excretion 
in rheumatoid arthritis and other 
rheumatic diseases, 349 
Porphyria, acute intermittent, clinical 
and experimental study, 198 
—, essential, psychiatric study, 198 


i= tryptophan metabolism in, 198 


Posture and muscle tone in infancy, 151 

Potassium, see also Hypokalaemia 

— level in serum, changes in respiratory 
distress syndrome of prematurity, 
413 


_ — perchlorate, effect on thyroid func- 


—, assessment of respiratory failure i in, 


97 
—, emotional and personality develop- 


ment in, 416 

— immunization, field trial using 
Lépine vaccine in Bucharest, 498 

— — with living attenuated vaccine, 
two years’ clinical observations, 248 

— in infants under one year of age, 13 

— incidence, influence of meteoro- 
logical factors on, 418 
—, microfiocculation test for, and floc- 
culating antibody response in human 
poliomyelitis, 264 

— vaccination, influence on aetiology 


of virus infections of central nervous. 


system, 435 

— — with attenuated live virus, 6* 

— vaccine, live attenuated oral, field 
trials, 417 

-—— = response of young infants to, 
33 

— —, sensitivity reactions to, 499 

— —, trivalent oral, immunological 
response to, 431 

— virus, attenuated, mass vaccination 
with, 156 

— — flocculation test in affected pa- 

tients and in vaccinated individuals, 

431 


tion, 127 

-- phenoxymethylpenicillin in acute 
a in men, evaluation of 
varying dosages, 17 

Prediabetes, maternal, serum levels of 
calcium and other electrolytes of 
newborn infant, 330 

Prednisolone and hydrocortisone oint- 
ments in eczema, comparison, 146 

—in acute and chronic tuberculosis, 
156 

—- — — infective hepatitis, statistical 
study, 14 

— — — leukaemia, evaluation of effect 
of massive doses, 384 

— — disseminated sclerosis, 404 

— — hirsutism and virilism, 307 

— — pulmonary tuberculosis, 274 

— — radiation pneumonitis, 511 

— — rheumatoid arthritis, comparison 
with aspirin and other analgesics, 399 

—— — —, — — other corticosteroids, 


titis and in asthma, 195 

Prednisone, action in insulin-resistant 
diabetes, 50 

—, effect on capillary permeability in 
rheumatic fever, 227 

—,—— mercurial diuresis in refrac- 
tory cardiac oedema, 453 

—in burns of oesophagus due to so- 
dium hydroxide, 26 


— — mumps orchitis 
— — nephrotic qyuineent, renal biopsy 
findings in, 462 


i 


Prednisone in primary tuberculosis in 
children, 187 
—-— proteinuria of adolescents and 
adults, 46 
— — rheumatoid arthritis, comparison 
with other corticosteroids, 135 
— — — —,, long-term study, 55 
Pregnancy as factor influencing relapse 
in disseminated sclerosis, 480 
—, folic-acid deficiency in, and patho- 
genesis of megaloblastic anaemia, 457 
—in diabetes mellitus, combined ob- 
stetric and paediatric management, 
241 
— —sickle-cell anaemia, sickle-cell—- 
haemoglobin-C disease, and variants 
thereof, 41 
—, recurrent jaundice of, clinical study, 
107 
—, sickle-cell diseases in, 41 
—, ulcerative colitis and, 374 
“* Preludin ” addiction, psychosis and, 
236 
Premedication, see also Sedation 
—with pethidine and levallorphan 
combined, 161 
Presuren ”’, see Hydroxydione 
Printers, allergy to gum arabic in, 74 
Prisoners condemned to death or hard 
and 
rs) ological study, 481 
Probanthine, see Propantheline 
Procaine injection, paravertebral, in 
essential hypertension, 117 
—, subcutaneous injection, reaction of 
rabbit’s skin to, 8 
Prochlorperazine, "effect on post-anaes- 
thetic vomiting, 506 
Progesterone, respiratory effects in 
severe emphysema, 388 
Progoitrin ingestion, antithyroid acti- 
vity elicited by, 306 
“ Proladone ’’, clinical trial, 3 
Promazine in schizophrenia, 
treatment, 324 
Promethazine in pre-anaesthetic medi- 
cation, 504 
Propantheline, intravenous, in diag- 
nostic radiology of gastro-intestinal 
tract in colonic disease, 255 
isoPropyl-isonicotinic acid hydrazide, 
see “* Marsilid 
Prostate disease, pelvic angiography in, 


507 

Protein analysis in serum in skin 
disease, 411 
_-, animal, in diet, influence on 
development of goitre, experimental 
data on, 220 

—_ , C-reactive, and sialic acid levels in 
serum, interrelationship, 170 

depletion complicating iron-defi- 
ciency anaemia of infancy, 494 

— distribution in gastric ange starch 

zone electrophoretic study, 1 

— pattern in serum in systemic lupus 
erythematosus, 469 2 
—,Yradioiodinated, absorption in 

nic pancreatitis, 200 

— restriction, metabolic effects in liver 
disease, 447 

— serum content in diabetes, 224 

-——, —, electrophoretic pattern corre- 
iated with effects of treatment in 
ulcerative colitis, 285 

—— ——in ulcerative colitis, 285 

—,—,in health and disease, "filter- 
paper electrophoretic study, 425 

—, —, pattern in acute amoebic dysen- 
tery and amoebic liver abscess, 21 
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Proteinuria in adolescents and adults, 
corticotrophin or adrenocortical ster- 
oid therapy, 46 

—, protein-bound carbohydrates in 
serum and urine in, 1* 

Proteolysis, gastric, in chronic gastric 
and duodenal ulcer, 259 

—,—, — — hypochromic anaemia and 
in idiopathic steatorrhoea, 348 

Prothromadin, properties and clinical 
effects, comparison with other pro- 
thrombinopenic drugs, 266 


Prothrombin level in plasma in liver 


disease, clinical and prognostic sig- 
~ blood, rapid 

— time of capi , rapid means 
of control of anticoagulant treat- 
ment, 427 

Pruritus, “ trimeprazine” treatment, 


146 

a, historical study and psy- 
= ogical and therapeutic effects, 
409 

Psoriasis and rheumatism, re-evalua- 
tion, 398 


—, defective epidermal utilization and 
storage of radioactive sulphur in, 146 

—, fluorometholone treatment, 491 

—, triamcinolone treatment, efficacy 
and side-effects of prolonged adminis- 
tration, 145 

Psychiatric interviews, hydroxydione 
for relief of tension during, 410 

Psychiatry, 64-9, 140-4, 235-8, 321-8, 
409-10, 481-90 

Psychoneurosis, trifluoperazine treat- 
ment, 326 

—, — —. clinical assessment, 482 > 

Psychosis, acute, development during 
disulfiram treatment of chronic 
alcoholism, 141 

—, chemical shock therapy with 7843 
R.P., 67 

—, diagnostic predilections of different 
psychiatrists in, relation to treat- 
ment in mental hospital, 235 

— inelderly patients, community needs 
for, 235 

Psychosomatic disorders in a rapidly 
growing suburb, 337 

Puberty, precocious, as symptom of 
cerebral disease, 138 

Public health, 73-5, 154-8, 246-8, 
336-40, 417-19, 497-502 

Pulse-rate changes during halothane 
anaesthesia, 421 

Pupillary membrane in premature 
infants, 241 

Puromycin with and without phthalyl- 
sulphathiazole in intestinal amoe- 
biasis, 21 : 

Pyelography, retrograde, hydronephro- 
sis after, 168 

Pyelonephritis lenta, chronic, in malig- 
nant hypertension, 430 

Pyknocytosis, infantile, common ery- 
throcyte abnormality of first three 
months of life, 241 

Pylorus stenosis, congenital, anaes- 
thesia for Fredet-Rammstedt opera- 
tion for, 420 

— ulcer, see Ulcer 

Pyocele of sphenoid sinus, 389 

inamide and isoniazid in pulmon- 

ary tuberculosis, 272 

—, hepatic toxicity in far advanced 
pulmonary tuberculosis, 100 

Pyridoxine deficiency in haemato- 
logical diseases, 40 

Pyrimethamine in malaria, 444 


Pyrimethamine potentiation by sulpha- 
diazine in malaria, 278 

—, weekly administration, in eradica- 
tion of malaria, 193 

— with folic and folinic acids in malaria, 
277 

Pyrogen, bacterial, injection in urinary 
tract infection, 461 

Pyrvinium chloride and pyrvinium 
pamoate in enterobiasis, 98 

— pamoate in oxyuriasis, 435 


\ 


Q fever, chronic, in endocarditis, clini- 
cal aspects, 438 

——, —, — —, pathological and bac- 
teriological findings, 438 

— —, recovery of Coxiella burneti from 
soil and surface water of areas har- 
bouring infected sheep, 155 

— —, serological techniques for detec- 
tion and measurement of antibody 
to Rickettsia burneti in naturally ex- 
posed sheep compared, 89 

Quinalbarbitone, single dose, hypnotic 
residual psychological effects, 
2 

Quinidine control of spontaneous ven- 
tricular fibrillation under hypother- 
mia, 432 

Quinsy, see Abscess, peritonsillar 


Rabies diagnosis, systematic histo- 
logical examination of central ner- 
vous system of dogs in, 88 

— virus antigens, fluorescent antibody 
staining in salivary glands of rabbits, 
176 

Racemoramide, analgesic effect on 
chronic pain, 94 

Radiation injury, late, modification 
with L-triiodothyronine, 255 

— reactions, influence of flavonoids on, 
424* 

Radiography, mass, survey in Dum- 
fries, 99 

Radiology, 77-80, 165-8, 255-6, 343-4, 
422-4, 507-12 

eed pollen control, effect on hay- 
fever, 105 

— — counts, effects of ragweed control 
on, 105 

Railwaymen, sickness absence among, 
157, 500 

Rauwolfia, see also Reserpine 

— alkaloids, effect in diabetic hyper- 
tensive patients, 225 

Raynaud’s disease, bilateral lumbar 
sympathectomy in, follow-up study, 
212 

“* Recordil ” in angina of effort, clinical 
trial, 208 

** Recosen ”, pharmacological proper- 
ties, 177 

Recto-colitis, haemorrhagic, allergic 
sensitization in, 374 

—,—, food allergy and, 374 

Reflex, conditioned, formation and 
extinction in ‘‘ brain-damaged ” and 
mongoloid children, 244 

—, plantar, electromyographic study, 
473 

—,—, extensor, relation to functions 
of pyramidal tract, 473 

Reiter protein complement-fixation 
test, specificity and sensitivity in 
syphilis, 190 
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Reiter’s disease, bacteriological and 
biochemical investigations in, 192 

— —, historical study, 192* 

— —, significance of sacro-iliitis in, 192 

— syndrome, mucocutaneous lesions of, 
133 

Renogram, “ radioisotope’’, clinical 
evaluation, 46 

Reserpine in schizophrenia, out-patient 
treatment, 324 

— — thyrotoxicosis, 392 

Reserpyl trimethoxycinnamate in 
hypertension, 293 

Respiration, artificial, pulmonary ven- 

ilation and respiratory Fs exchange 

in, comparison of manual and mouth- 
to-mouth methods, 459 

—, comparison of expiratory and in- 
spiratory flow rates in health and in 

nic pulmonary disease, 386 

—, controlled, dangers of Magill attach- 
ment, 254 

_, a, in neurosurgical anaesthesia, 
163 

—,, effect of intravenous lignocaine and 
succinylcholine on dogs in, 9 

—, intermittent positive-pressure, in 
aerosol therapy of chronic pulmonary 
emphysema, 216 

—, — —, — tetanus neonatorum, 242 

— mechanics in fibrosis, 388 

— pressures and volumes, rapid mea- 
surements, 254* 

—, tracheal elasticity in, 299 

Respiratory disease in mushroom wor- 
kers, 339 

— distress syndrome in premature 
infants, 147 

of prematurity, changes in 
serum potassium and electrocardio- 
gram and effects of treatment, 413 

— failure, assessment in poliomyelitis, 


97 
— —, electroencephalographic study, 


313 

— function in coal-miners with chronic 
pulmonary disease, 419 

— 42-4, I2I-2, 216-17, 299- 
300, 386-8, 459-60 

Respirometry, partitional, in cardio- 
pulmonary disease, 121 

Resuscitation by intermittent positive- 
pressure mouth-to-mouth ventila- 
tion, 386 

Reticulo-endothelial system, role in 
haemorrhagic shock, 347 

— atrophy, transmission of gene 
of, 495 

— haemorrhage in severe anaemia, 
diagnostic significance, 457 

Retinitis diabetica proliferans, 466 

Retinopathy, diabetic, effect of low-fat 
diet on serum lipids in, 224 

—,—, proliferative hypophysectomy 
in, 307 

Rheumatic diseases, 53-7, 132-6, 
226-30, 310-12, 397-401, 467-71. 
See also Antirheumatic; Arthritis, 
rheumatoid; Carditis; Spondylitis 

— —, diphenylamine reaction in, 53 

— —, specificity of latex fixation test 
in, 467 

— fever, acute, in adults, clinical and 
laboratory manifestations, 54 

— —,—, relation of duration of bed 
rest to heart disease 2 to 14 years 
later, 310 

——, antibody res to strepto- 
dornase as indication of streptococcal 
infection in, 397 
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Rheumatic fever, blood groups in, 
397 
— —, capillary permeability in, effect 
of prednisone and dexamethasone on, 
227 
— — in adults, rebound phenomenon 
in, 227 
— children, pancreatic function 
in, 72 
— —, incidence in Ceylon, 226 
— —, oral prophylaxis of streptococcal 
infection in, 53 
oe prophylaxis with antibiotics in 
school epidemic of streptococcal ton- 
sillitis, pathogenic staphylococci 
after, 467 
—— —, recurrent, 133 
— —, relation of Sydenham’s chorea to, 
132 
—-—, secretion of blood-group sub- 
stances in, a genetic requirement for 
susceptibility, 226 
——, serum in, 310 
— —, thyroid dysfunction and, inter- 
relationship, 54 
— —, tonsillectomy in, importance of, 
227 
— -—, valvular involvement in, prog- 
nostic significance, 54 
Rheumatic-like nodules in non-rheu- 
matic children, 172 
Rheumatism and psoriasis, re-evalua- 
tion, 398 
—, intermittent, clinical study, 311 
—, psychosomatic, 398 
Rheumatoid agglutination factor, sero- 
logical study, 311 
— arthritis, see Arthritis, rheumatoid 
— factor, clinical research on, 134 
—-w—content of serum, relation to 
clinical neurovascular manifestations 
of rheumatoid arthritis, 56 
— —, detection by photoelectric mea- 
surement without haemagglutina- 
tion, 55 
— —, haemagglutination test, elimina- 
tion of heterophile_ agglutinins and 
‘inhibitors in serum in, 312 
— — in rheumatoid arthritis, systemic 
lupus erythematosus, and other col- 
lagen diseases, 397 
Rhinitis, allergic, parabromdylamine 
in, evaluation by colour coding, 265 
—, paroxysmal, hexadecadrol treat- 
ment, 22 
Rickettsial diseases in otorhinolaryn- 
gology, 45* 
Ringworm, see Tinea 
Ritalin see Methylphenidate 
Ro 1-5733, comparison with neostig- 
mine, 9 
Ro 1~7683, comparison with atropine, 9 
Rocket-pro — aircraft and missiles, 
gm of maintenance workers on, 


ri Rontyl ”, oral diuretic, clinical study, 


37 

Rorschach test, theory of movement 
interpretation in, 64 

Roseola infantum, residual encephalo- 
pathy after, 182 

Rubella, electroencephalogram in, 361 


Sacro-iliitis in Reiter’s disease, 192 

Salicylate, effects of low, intermediate, 
and high dosage on renal mechanism 
of urate excretion, 226 

— intoxication, hypokalaemia in, 159 


Salicylate intoxication, renal response 
to acetazolamide in, 159 

Salicylazosulphapyridine i in chronic 
ulcerative colitis, 446 

Saliva flow variations with emotional 
changes, technique of measurement, 
140 

— secretion changes in diagnosis and 
assessment of depression, 140 

— —, effect of phenglutarimide on, 358 

Salivary gland enlargement and round- 
= infiltration with systemic disease, 
281 

— — type tumours of skin, 4 

— — virus disease, 182* 

Salmonella typhosa infection of mice, 
resistance enhancement by previous 
injection of endotoxin, 355 

Salt load, intravenous, in hypertension, 
water and salt excretion after, 39 

Sarcoid diathesis, comparison of granu- 
loma-producing capacity of normal 
persons and of patients with sarcoid 
granuloma, I 

Sarcoidosis after B.C.G. vaccination, 15 

—, clinical study and treatment of 41 
cases, 435 ; 

—, pulmonary, relapse after cortico- 
steroid therapy, 300 

—, specificity of Kveim test in, 1 

—, ‘‘ tebafen ’’ treatment, 435 

Sarcoma, incidence and results of 
radiotherapy, 344* 

Scar, simple cerebral, structure and 
mechanism of formation, 83 

Schistosoma mansoni, cercaricidal pro- 
geries of ultraviolet irradiation, 368 

Schistosomiasis, association with 
splenomegaly, 104 

— mansoni, diagnosis by intradermal 
tests and stool examination, com- 
parative study in epidemiological 
survey, 18 
—, mass chemotherapy in Northern 
Transvaal, 104 

, pulmonary, broncho-pulmonary 
~ shunts in, 278 

Schizophrenia, adrenal lipoids in, post- 

mortem histological study, 487 


—, anergic, imipramine treatment, 238 


—, blood and urinary 5-hydroxytrypt- 
amine and 5-hydroxyindole acetic 
acid levels in, 236 
—, chlorpromazine treatment, effect 
of doses on behavioural 
changes, 4 

—, chronic, oF of chlorpromazine on 

ychomotor and psychiatric be- 
aviour in, 

—, —, triflupromazine treatment, 487 
_-, clinical status and total neuraminic 
acid content of cerebrospinal fluid in, 
486 

—, hereditary factor, elucidation by 
object sorting test, 323 


study of families contain- 
ing an affected sibling, 485 
—, 5-hydroxytryptophan in, 324, 485 

— in childhood, initial signs and symp- 
toms, 410 

— children, differentiation from 
Heller’s disease, 323 : 

— — —, effect of tophan loading 
on indole excretion in, 486 

——monozygotic twins, factors 
associated with concordance and dis- 
cordance with respect to, 237 

—, indoluria in, 325 


Schisophrenia, liver function in, 325 
—, periodic, 143 
—, prefrontal leucotomy in, follow-up 
study, 238, 410 

—, promazine and reserpine in out- 
patient treatment, 324 

—, slowness in, 323 

—, thought disorder in, experimental 
study, 484 

—, tryptophan metabolism in, 198 
—, urinary excretion of phenolic acids 
in, 486 
—, urine from patients, behavioural 
and electroencephalographic changes 
induced by injection of, 143 

School, neurotic fear of, in children, 494 

Schultz—Dale anaphylactic test for car- 
cinoma antigens, 345 

— reaction, mechanism of, 171 

Sciatica, reoperation for, 231 

Scintillation scanning technique in 
visualization of internal organs, 422 

Scleroderma involving chest, clinical 
and radiological signs, 57 

—, “‘ lidase ’’ treatment, mechanism of 
action, 471 

Sclerosis, amyotrophic lateral, failure 
of intrathecal steroid and cyanoco- 
balamin in, 319 

—,— —, myasthenic syndrome in, 408 

—, disseminated, ‘‘ aphoristic ’’, 138 

—,—,as incidental complication of 
disorder of fat metabolism, 62 

—,—, cholesterol and cholesterol ester 
content of cerebrospinal fluid in, 63 

—,—, coagulation factors in blood and 
cerebrospinal fluid in, 320 

—,—, due to Spirochaeta myelophthora, 
unsuccessful attempt to confirm 
theory, 480 

—, —, fever therapy, 63 

—,—, glucose metabolism distur- 
bances in, 479 

—,—, relapse as influenced by preg- 
nancy, 480 

—,—, serum lipids in, 480 

—, —, spirochaete isolation in, critical 
examination, 320 

—, —, steroid therapy, 404 

—, —, thyroid function in, 63 

_—, familial amyotrophic lateral, clini- 
cal study, 319 
—, glomerular, diabetic, electron and 
light microscopic studies, 86 

—,—, —, exudative lesion in, 260 

—, structure and function in, 


Sikes, fatty acid composition in acne 
vulgaris and seborrhoeic dermatitis, 

— — — — normal subjects, 239 
Secobarbital, see Quinalbarbitone 
Sedation, pevoperative, evaluation in 

children, 3 

oo threshold 4 fn neurotic and psychotic 
depression, 482 

and effect of 
drugs 

Septal « see Heart defect 

Serotonin levels in blood and urine in 
schizophrenia, 236 

Sex, chromosomal, in syndrome of tes- 
ticular feminization, 496 

Sexual unrest, influence of chlorpro- 
mazine on, 327 

Shigella flexneri, serological identifica- 
tion by fluorescent antibody tech- 
nique, 263 

Shigellosis in infants, tetracycline treat- 
ment, 12 
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Shock, haemorrhagic, role of reticulo- — 


endothelial system in, 347 
chemical, with 7843 R.P., 


67 

— —, electric, see Convulsion therapy, 
electric 

Shoulder periarthritis, results of treat- 
ment, 55 

Shunt, see Circulation 

Sialic acid and C-reactive protein levels 
in serum, interrelationship, 170 

Sialometry, technique, 140 

Sicklaemia, effect.of carbonic anhydrase 
inhibitors on course of, 41 

— in pregnancy, 41 

Sickness absence among railwaymen, 
157, 500 
iderosis, visceral, in acquired haemo- 
lytic anaemia, 118 

Silica dust and silicic acid, effect of 
different concentrations on biosyn- 
thesis of collagen in tissue culture, 
501 

“* Singoserp ”’, see Syrosingopine 

Sinthrome ”’, proper- 
ties, 7 

Sinus, paranasal, malignant disease of, 
123 
pyocele of, 389 

uses, nasal, malignant tumours of, 

short-distance x-ray therapy after 
surgical exposure, 509 

—of sulphur-mine workers, radio- 
logical study, 501 

Sinusitis, external ethmoid and frontal 
operations for, five-year analysis, 218 

Sitosterol, effect on radioactive fat 
absorption patterns, 370 

Sjégren’s syndrome, antimalarial drugs 


in, 57 

Skeletal, see Bone 

Skin cornification, electron-microscopic 
study of cellular changes in, 239 

— infections, local antibiotics in, 145 

— reaction to subcutaneous injections 
of procaine, lignocaine, and carbo- 
cain, 8 

— surface pH in infants aged one to 
seven days, 145 

— temperature with brain and spinal 
cord lesions, 313 

— tumours of salivary-gland type, 4 

Skull base, radiological picture in Lite. 
tification of mutilated victims of 
accidents, 341 

— of sulphur-mine workers, 
logical study, 501 

Sleep and motility during sleep, com- 
parison of effects of meprobamate 
and pentobarbitone on, 95 

Sleeping sickness, see Trypanosomiasis 

Smoke, black, produced by burning 
tetralin in hurricane lamp, acute 
toxic effects of, 154 

Smoking, see Tobacco 

Sodium, see also Hyponatraemia 

— amylobarbitone in anxiety and de- 
pression, 326 

— calciumedetate, effect on arrhyth- 
mia and conduction disturbances, 
287 

— — in arrhythmia, 113, 381 

—-— prophylaxis of lead 
poisoning, 340 

—glucuronate, parenteral, in neo- 
natal jaundice, 329 

— hydroxide burns of oesophagus, 
prednisone treatment, 26 
— “ versenate’’, see Sodium calcium- 
edetate 


radio- 


“ Soframycin ” lozenges for recurrent 
aphthous stomatitis, 281 

Sore throat, benign streptococcal, 269 

Spasm, flexion, corticotrophin and 
hydrocortisone treatment, 333 

—, —, in children, 333 

—., hysterical laryngeal, ~ paroxysmal 
arterial hypertension in, 294 

Sphenoid sinus, pyocele of. 389 

Spherocytosis, hereditary, neonatal 
icteric form, 329 

Spinal cord lesions, sweat patterns and 
skin temperatures with, 313 

— — —, upper, paroxysmal hyperten- 
sion due to, 408 

— —, vascular insufficiency in spinal 
trauma, 408 

Spine disease in acromegaly, 391 

— injury, vascular insufficiency of 
brain-stem and spinal cord in, 408 
—, intervertebral disk herniation, 
lumbo-sacral pain with, 479 

—,— — prolapse, re-operation for, 
23 

— lesions due to working with pneu- 
matic tools, 340 
_—, osteoarthritis of, 469 

— tuberculosis, treatment, 189 

Spirochaete isolation in disseminated 
sclerosis, critical examination, 320 

Spirometry, continuous flow, in anaes- 
thesia, 163 

Splenectomy, antibody response after, 


Splenic pulp manometry in differential 
diagnosis of acute upper gastro- 
intestinal haemorrhage, 283 

Splenomegaly associated with schisto- 
somiasis, 104 

Spondylitis, ankylosing, changes in 
duration of viietion sense in, 56 

—,—, dexamethasone treatment, 311 

—,—, incidence of genital infections 
in males with, 192 

—,—, phenylbutazone suppositories 
in, 399 

—,—,— treatment, re-evaluation of 
untoward effects, 133 “ 

—, —, radiotherapy in, 136 

, ulcerative colitis in relation to, 
with note on vertebral venous sys- 
tem, 136 
—, cervical, pilot study of three physi- 
cal methods of treatment, 58 

Sputum collection in diagnosis of pul- 
monary tuberculosis, comparison of 
methods, 175 

— examination in investigation of 
chronic bronchitis, 44 

—, patterns of change in bacterial 
count during streptomycin treatment 
of pulmonary tuberculosis, 273 

Stains, biological, identification by 
immunochemical methods, 160 

Stapes footplate, experimental fracture 
in rabbits, histopathological study, 


45 

_ mobilization, hearing improvement 
in, follow-up of 100 cases, 123 

— —, late hearing results after, 218 

Sta hylococci, antibiotic sensitivity, 

= of antibiotic administration on, 

180 
—, correlation between in vitro studies 
and response to antibiotics in bac- 
teriaemia, 262 
—, intracellular survival within leuco- 
cytes, 88 

—,nasal, and sepsis in hospital 
patients, 362 
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Staphylococci, pathogenic, in school 
for prop treated with antibiotics 
‘or of rheumatic fever, 


4 test of antibiotic sensi- 
tivity, technique and results, 176 
Status asthmaticus, deaths from, 279 
Steatorrhoea, gluten components re- 
sponsible for production of, 280 
—, idiopathic, jejunal mucosa in, histo- 
logical 430 

—,—, proteolytic activity of gastric 
juice in, 348 

—, postgastrectomy, 280 

—, water diuresis and, 24* 

** Stelazine ”’, see Trifluoperazine 

Stemetil ”’, see Prochlorperazine 

Sterilization of anaesthetic apparatus, 


342 

—-—pbabies’ napkins, influence of 
methods on bacterial content, 493 

Steroid therapy, influence on survival 
in acute leukaemia, 120 

— —of temporal arteritis, effect on 
prognosis, 477 

—-—, symptoms from sudden with- 
drawal, 229 

Still’s disease, radiological aS 
bones in, ‘and their reversi ility, 
136 

Stings, insect, severe allergic reactions 
to, 195 

Stokes-Adams seizures, intracardiac 
pacemaker for, 449 

— syndrome, remote stimulation of 
radiofrequency transmission 


Stomach, see also Gastrectomy; Gastric 
—carcinoma, association of hiatus 
hernia with, 25 
— motility in obesity, relation to 
experience of hunger, 142 
—, partial thoracic, in childhood, 414 ~~ 
“ulcer, see Ulcer 
Stomatitis, recurrent aphthous, framy- 
cetin sulphate lozenges for, 281 
Strangulation, pathological study, 503 
Streptokinase, and fibrino- 
lytic effect in thromboembolic 
disease, 
Sepals in bacillary dysentery, 19 
ulmonary tuberculosis, patterns 
ange in bacterial count of spu- 
re during, 273 
Stress as factor in disease, 483 
and coronary disease, 
382 
— reactivity in relation to delinquent 
and psychopathic behaviour, 481 
Strongyloidiasis, ‘‘ dithiazanine ” treat- 
ment, 367 
SU 4029 in h ion, clinical and 
experimental studies, 91 
SU 5864 in hypertension, clinical and 
experimental studies, 91 
Succinomonocholine, mode of action, 9 
Succinylcholine, intravenous, effect on 
respiratory activity in dogs, 9 
—, mode of action, 9 
Suicide, attempted, analysis of cases 
admitted to a general hospital, 321 
— notes, emotional content, 141 
— problem in East Germany, 246 
Sulphadiazine "of pyri- 
methamine in malaria, 278 
Sulphation-factor activity in sera from 
atients with pitui disorders, 125 
in bacil dysentery, 


Seiphones in leprosy, relapse after, 103 
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Sulphones, short- and long-acting, in- 
tramuscular injection in leprosy, 367 

Sulphur mine workers, radiological 
appearance of lungs of, 500 

— — —, radiology of skull and sinuses 
of, 501 

— utilization and storage by skin in 


146 

t female ”’, human, evidence for 
poe of, 334 

Suxamethonium, effect of repeated 
doses in man, 252 

— -modified electric convulsion ther- 
apy, prolonged ooenee after, 68 

Sweat patterns with brain and spinal 
cord lesions, 313 

— test in chronic bronchiectasis and 
bronchitis, 122 

— — — cystic fibrosis in adults, 122 

Swimming-baths, dermatophytes on 
floors of, 73 

Sydenham’s chorea, relation to preced- 
ing streptococcal infection, 132 

Sympathectomy, bilateral lumbar, in 
Raynaud’s disease, follow-up study, 


212 

Synovial fluid, hyaluronic acid concen- 
tration in, 348 

Syphilis, see also Neurosyphilis 

—, antibody content of serum frac- 
tions separated by continuous-flow 
electrophoresis in, 190 

—, antitreponemal antibodies revealed 
by fluorescent reaction in, 17 

— as cause of mental deficiency, 322 

—, congenital, in children of syphilitic 
mothers, 442 

—,—, location and concentration of 
flocculating and of complement- 
deviating antibodies in, 191 

— diagnosis by rapid plasmin reagin 
test, 441 

—-—-— in a shifting pop- 
ulation, 102 

—-—, evaluation of T.P.I. test of 
serum and cerebrospinal fluid, 365 

— —, in vivo serological test, 441 

— —, Reiter protein complement-fixa- 
tion test, specificity and sensitivity, 
190 

— —, treponemal immobilization test, 
102 

, determination of 
sources of error in, I91 
— incidence in individuals aged 65 and 
7o years in Bornholm, 442 

— of bones, review, 365* 

—, review of recent literature, 442* 

—, tertiary, location and concentra- 
tion of flocculating and of comple- 
ment-deviating antibodies in, 191 

— treatment, treponemal immobiliza- 
tion test as criterion of success in, 102 

—, visceral, chlortetracycline intraven- 
ously and with corticosteroids in, 442 

Syringomyelia in children, 138 

Syrosingopine, action, 356 

—in primary hypertension, clinical 
evaluation, 211 


Tapeworm infestation, treatment, 362 

Tay-Sachs disease with visceral 
involvement, relation to Niemann- 
Pick’s disease, 261 

‘* Tebafen ”’ in sarcoidosis, 435 

Telangiectasia, hereditary haemor- 
rhagic, and pulmonary arteriovenous 

tula, 295 
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Temperature, see Body temperature; 
Fever; Hypothermia 

Temporal bone fracture, surgical treat- 
ment of facial paralysis and trau- 
matic conductive deafness in, 302 

Tendon, extensor, at wrist, pathogene- 
sis of rupture in rheumatoid arthritis, 
230 ‘ 

— sheath lesions in disseminated lupus 
erythematosus, 87 

Tension associated with anxiety neuro- 
sis and mild depressive states, relief 
with hydroxyzine, 488 

— headache, deanol treatment, 434 

Testosterone propionate in angina pec- 
toris, 114 

Tetanus, analysis of 40 cases during 
1939-59, 362 

— neonatorum, intermittent positive- 
pressure respiration in, 242 
—, severe, treatment, 270 

control by meprobamate, 
164 

Tetracycline alone and with nystatin, 
side-effects, 10 

—in shigellosis of infants under 2 years 
of age, 12 

Textile workers, hearing injury due to 
noise in small plants, 499 

Thalassaemia gene distribution, his- 
torical review, 41* 

—, sickle-cell, pregnancy in, 41 

Thalidomide, hypnotic action, clinical 
trial, 357 

Theophylline compounds, oral, in 
chronic asthma, 369 

— ethylenediamine, effects on coronary 
blood flow of normal and diseased 
hearts, 177 

— hydrate and chlorothiazide, diuretic 
action and side-effects, 94 

Therapeutics, pharmacology and, 
7-9, 90-5, 177-9, 265-8, 356-8, 

432- 

Thiazide derivatives, pharmacology of, 
review, 268* 

Thiopentone anaesthesia, effect of 
bemegride on recovery time after, 
162 

— injection, accidental, into arteries, 
pathology and treatment, 506 

— modification of circulatory response 
to electric convulsion therapy, 68 

Thorn’s test, evaluation, 49, 225 

Throat, lump in, clinical significance, 
301 

—, sore, benign streptococcal, 269 

Thrombelastogram in recording action 
of anticoagulants, 356 

— — — blood coagulation, 172 

Thromboembolism, proteolytic and 
fibrinolytic effects of streptokinase 
in, 115 

Thromboplastin generation as test of 
liver function, 283 

Thrombosis, arterial, causing ischae- 
mic necrosis of anterior crural 
muscles, 210 
—, cerebral arterial, intravenous in- 
fusion of fibrinolysin in, 233 
—, coronary, see Coronary thrombosis 
_—, experimental venous, effect of 
anticoagulants on recanalization of 
veins in, 116 

Thrombotest in control of anticoagu- 
lant treatment, 427 

Thrombotic diseases, fibrinolysin acti- 
vity in, 115, 

Thrush, h, oral, in infants, nystatin treat- 
ment, 414 


Thymus eosinophils in hyaline mem- 
brane disease, 173 

— region, incidence of neoplasia after 
irradiation, 509 

Thyroid carcinoma after irradiation of 
thymic region, 509 

—cells in tissue culture, cytotoxic 
effect of Hashimoto serum on, 128 

— disease, cells of adenohypophysis i in, 
173 

— —, clinical and metabolic studies, 
306* 

— —, diagnosis by T.S.H. test, 394 

—-—, subclavian retrograde arterio- 
graphy in, 129 

— disorders dae rheumatic fever, inter- 
relationship, 54 

— function, effect of cobalt sulphate 
on, 221 

—-—,—-—cobaltous chloride treat- 
ment of anaemia in renal insuffi- 
ciency on, 213 

— —,— — potassium perchlorate on, 
127 

—-—, erythrocyte uptake of radio- 
active phosphorus as index of, 394 

triiodothyronine 
labelled with radioactive iodine as 
measure of, 393 

——in atherosclerosis, 39 

— — — circulatory insufficiency, 31 

— — disseminated sclerosis 63 

—-—, relation to basophil leucocyte 
count in peripheral blood, 129 

— hormones, dissociation of effects by 
structural alterations of thyroxine 
molecule, 306 

— —, level in relation to adrenaline re- 
sponse as diagnostic test for thyro- 
toxicosis, 222 

——, serum pattern in euthyroidism 
and thyrotoxicosis, 47 

— therapy in prophylaxis of ischaemic 
heart disease, 206 

Thyrotoxicosis, see also Goitre 
—, adrenocortical function tests in, 222 
—, angina pectoris in, 48 

— crisis, medical, analysis of 17 cases, 
221 

— diagnosis from relation of thyroid 
hormone level to adrenaline response, 
222 

—, heart disease in, nature and prog- 
nosis, 305 

—, methimazole and carbimazole treat- 
ments compared, 126 

—, radioactive iodine accumulation in, 
effect of thyrotrophic hormone on, 
392 

—, — — treatment, 47 

—, — — —, evaluation, 393 

—, reserpine treatment, 392 

—, serum pattern of thyroid hormones 


in, 47 

— treatment, changes in muscle con- 
traction time during, 126 

— with radioactive iodine, evalua- 
tion, 126 


— with and without congestive heart 


failure, correlation of clinical and 
haemodynamic studies in, 305 

Tinea, acute, of cattle origin in man, 
griseofulvin treatment, 240 

— capitis, corporis, and unguium, 
griseofulvin treatment, 492 

— —, griseofulvin treatment, 240, 491 

— pedis and cruris, variotin treatment, 
492 

—  -— in schoolchildren, epidemiology, 
73 


Tr 


|_| 
T 
| 
| T 
| 
| 
| 
| 
| -- 
| 
| 
‘ | 
| 
Ti 
| 
T 
Te 
| Ti 
| 
4 } Tr 
Ti 
ad 
A | 
= 
} 
| 
| 
| 
| 
| | = 
| 
ge 
‘| 
& 


Tissue, connective, immunohistological 
study, 345 

— digestion by enzymes in primary 
isolation of pathogenic bacteria, 354 

Tobacco smoke composition, studies on 
stubs and tips of cigarettes, 81 

—-—condensates from cigarettes, 
effect on mice of oral painting with, 
345 

— smokers and non-smokers, compari- 
son of histopathology of tracheal and 
bronchial epithelium of, 2 

— smoking and mortality from cancer 
and other diseases, 154 

— workers, state of health in a modern 
factory, 250 

Tofranil”, see Imipramine 

Tolbutamide action, determination by 
immunochemical assay of extractable 
insulin, 224 

—., effect on blood sugar production and 
utilization, 129 

—, glucagon and, interrelationship, 129 

— in diabetes, see Diabetes mellitus 

—, influence on plasma glucose turn- 
over, 51 

Tonsil area carcinoma, factors influenc- 
ing results of treatment, 510 

Tonsillectomy, effect on deafness in 
children, 215 

— in rheumatic fever, importance of, 
227 

—, primary, for peritonsillar abscess, 


45 

Torticollis, congenital muscular, in 
infants, treatment, 149 

Toxicology, forensic medicine and, 
159-60, 341, 503 

Toxoplasmosis, abdominal symptoms 
in, 185 

—, meningo-encephalomyelitis in, 270 

—, review, 185* 

TR 495, hypnotic properties, clinical 
study, 9 

Trachea elasticity i in respiration, 299 

— epithelium of smokers and non- 
smokers, histopathological compari- 
son, 2 

— fenestration, evolution and early 
results, 121 

“ Trafuril ”’, effect of aspirin on cutane- 
ous response to, 178 

Tranquillizing drugs, value in reducing 
hyperactivity in mental defectives, 


Transaminase activity in cerebrospinal 
fluid in acute and chronic neuro- 
logical diseases, 170 

———serum in infective hepatitis, 
correlation with clinical findings, 183 
—, glutamic oxalacetic, activity in 
plasma and cerebrospinal fluid of 
normal and abnormal newborn in- 
fants, 330 

—,——,—— serum as index of 
centrilobular liver-cell necrosis in 
cardiac and circulatory failure, 453 

—,— —, — — — in acute and chronic 
_ peripheral arterial occlusion, 292 

— —, — — —,, variations in infec- 
tive hepatitis, 269 

—,—-—and pyruvic, activity in 
serum in acute myocardial infarction, 
28 

—,in cerebrospinal fluid of 
patients with brain tumour, in nor- 
mal brain, and in  brain-tumour 
homogenates, 169 

Tremor syndromes, sporadic, in natives 
of New Guinea, 366 
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Treponemal antibody, fluorescent, test 
in syphilis, 17 

— immobilization test as criterion of 
antisyphilitic treatment, 102 

———, behaviour in syphilitic pa- 
tients, 102 

—, determination of sources of 
error in, 

—-—-—of serum and cerebrospinal 
fluid, evaluation, 365 

“ Triac ”, action in myxoedema, 127 

Triamcinolone in dermatoses, efficac 
and side-effects of prolonged ot 
minietzation, 145 

— roteinuria. of adolescents and 
adi ts, 46 

— — rheumatoid arthritis, 228 

— — — —, comparison with other 
corticosteroids, 135 

see Triclobisonium chlor- 
ide 

Trichinosis, latex-agglutination sero- 
logical test for, 355 

Trichloroethane, anaesthetic proper- 
ties, 420 

Triclobisonium chloride, antimicrobial 
agent with local activity in living 
host tissues, 10 

Trifluoperazine in psychoneuroses, 
clinical assessment, 482 

— — psychoneurotic out-patients, 326 

“* Triflupromazine ”’, see Fluopromazine 

Triglyceride, diurnal levels in serum, 
dietary fats and, 280 

Triiodothyronine, action in myx- 
oedema, 127 

—, effect in neonatal hyperbilirubin- 
aemia, 330 

—, radioactive-iodine-labelled, uptake 
by erythrocytes as measure of thy- 
roid function, 393 

L-Triiodothyronine in modification of 
late radiation injury, 255 

‘* Trimeprazine ”’ in itching dermatoses, 
146 

Trimethidinium methosulphate in 
hypertension, 454 

“ Triparanol ’’, effects in subjects with 


II4 

Tropacin ”’ 
function, 356 

Tropical medicine, 18-21, 103-4, 
193-4, 277-8, 366-8, 443-4 

Troxidone treatment, fatal complica- 
tions, 139 

Trypanosoma rhodesiense, long-term 
cyclical transmission of, 194 

Trypanosomiasis, experimental, of 
African wild animals, 194 

—, human, in Northern Ghana, 104* 

— outbreak in Uganda in 1957, 368 

Trypsin, parenteral, in pulmonary 
tuberculosis, 187 


schizophrenia, psychoses, and neuro- 
logical disorders, 198 

T.S.H. test in diagnosis of thyroid dis- 
orders, 394 

Tuberculin reactions in old age, 363 
— test, history from an epidemio- 
logical 439* 

ificity in man in Great 


§ 


Britain, 439 

Tuberculosis, 15-16, 99-101, 186-9, 
271-6, 363-4, 439-40. See also 
B.C.G. 
—, ag and chronic, prednisolone in, 
I 


— chemoprophylaxis, review, 364* 


— without coronary artery disease, 


, effect on adrenocortical . 


Tryptophan metabolism in porphyria, | 
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Tuberculosis diagnosis by Coombs’s 
test, 15 

a epidemiology in village community 
in South India, 103 

— eradication in Denmark, epidemio- 
logical basis, 363 
—, genito-urinary, infectivity to chil- 
dren of urine of parents with, 364 
—, immunity in, 439* 

—in adolescents, protective effects of 
B.C.G. and vole bacillus vaccines 
against, 271 

— — Africa, analysis of recent work, 
444* 

—, intestinal, clinical and radiological 
aspects, 276 

see Meningitis, tubercu- 
ous 

—, miliary, in children, antibacterial 
drug treatment, 101 

— of mouth and throat, 276* 

—, primary, epidemics "and. their sig- 
nificance, 439 

—, pulmonary, allergic and toxic reac- 
tions to prolonged chemotherapy for, 
272 

—, —, Asian influenza and, 276 

—,—, atypical mycobacteria and 
drug-resistant Myco. tuberculosis iso- 
lated from untreated patients, 175 

—,—, cavitary, chemotherapy and 
prognosis, 272 

—,—, —, 1314 Th in, 275 : 

—,—, chronic, in children, advances in 
treatment, 364 

—,—,; combined drug treatment, 273 

—, —, — — —, bacteriological studies 
on sputum and resected pulmonary 
lesions in, 274 - 

—,—, complicating pneumoconiosis, 
treatment, 275 

—-,—, cycloserine treatment, 439 

—,—, detection by mass radiography 
in Dumfries, 99 

—,—, diagnosis, comparison of two 
methods of sputum collection for, 175 

,—»—, specificity and sensitivity of 
~ gel double-diffusion test in, 186 

—,—, exudative, phenylbutazone 
treatment, 187 

—,—, far advanced, hepatic toxicity 
of pyrazinamide i in, 100 

—,—, heart failure in cor pulmonale 
due’ to, 188 

—-,—, home and sanatorium treat- 
ment, comparison in South India, 188 

—,—-, isoniazid and pyrazinamide 
treatment, 272 

—_—,—-, lesions remaining after chemo- 
therapy, radiological and bacterio- 
logical assessment, 187 

—,—, macrocyclon treatment, 275 

—,—, minimal, planned study of, 186 

—, —, non- cavitary, isoniazid alone 

and with p-aminosalicylic acid in, 440 

—, —, parenteral trypsin and chymo- 
trypsin in, 187 

—,—, prednisolone treatment, 274 

—, prevention of emergence of mu- 
tant populations of tubercle bacilli 
resistant to both streptomycin and 
isoniazid, 273 

—,—, primary, bronchial abnormali- 
ties after, 99 

—,—, —, in effect of chemo- 
therapy on segmental lesions, 100 

ne in, 187 

” relapse after antibiotic treat- 
ment and intrapleural pneumo- 
thorax, roo 
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Tuberculosis, pulmonary, rela after 
surgical intervention for collapse or 
resection, 

—,—, streptomycin treatment, pat- 
terns of change in bacterial count of 
sputum during, 273 

—, —, Surgical treatment, review, 1o1* 

—, —, — —, 1314 Th in, 274 

—,—, 1314 Th treatment, 274 

—, renal, chemotherapy, 16 

—, skeletal, conservative treatment, 
440 

—, spinal, treatment, 189 

— vaccination with non-living vac- 
cines, historical background, 15* 

Tumour cell metastases, effect of x- 
irradiation on, experimental study, 


77 

—, lipoblastic, of mesenchymal origin 
in children, 261 

Turner’s syndrome, studies of skeletal 
age in, 335 

Twin-like behaviour in non-twin polio- 
myelitis patients, 64 

Twins, identical, oculogyric crises in, 
322 

—, schizophrenic monozygotic, factors 
associated with concordance and dis- 
cordance with respect to, 237 

Typhoid fever epidemic due to infected 
meat products, 339 


Ulcer, gastric, problem of, review, 372* 

—, duodenal, anticholinergic drugs in, 
clinical evaluation, 25 

—,—, survey of 724 cases, 107 

—-, peptic, carcinoma of pancreas and, 
372 

—,—, complicating acute myocardial 
infarction, 113 

—, —, effect of intragastric cooling on, 
282 

—,—, gastric proteolysis in, 259 

—,—, in association with intracranial 
infections, 106 


—, —, nocturnal 
446 

—, —, relapse, effect of meteorological 
factors on, 372 

—,—, relation of hereditary muco- 
viscidosis in adult to, 372 

—,; —, subtotal gastrectomy in, follow- 
up study, 371 

—, pyloric, clinical and secretory fea- 
tures, 107 

Ultrasonic rays in diagnostic encephalo- 
graphy,59 

Ultraviolet cercaricidal 

ies, 3 

Unicoautrition in children and adoles- 
cents, effect of dietary supplement of 
non-fat milk on growth, 330 

Uraemia, ammonia as cause of gastric 
hypoacidity in, 219 

—, cardiac function disturbances dur- 
ing anaesthesia in, 164 

—, post-traumatic, pathogenesis, 303 

fabrication, industrial hygiene 
of, 74 

— refinery workers, air and urine data 
and medical findings, 339 

Urate excretion, effects low, inter- 
mediate, and high dosage of salicy- 
late on renal mechanism, 226 
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Urea, intravenous, in reduction of intra- 
cranial hypertension, 314 

Urethritis, gonococcal and non-gono- 
coccal, cortisone treatment, 441 

—,—, failure of penicillin treatment 

—, non-specific, in males with anky- 
losing spondylitis, 192 

Uric acid, see also Hyperuricaemia 

— — serum level and urin 
tion, effect of chlorothiazide treat- 
ment on, 178 

Urinary tract infection, bacterial pyro- 
gen injection in, 461 

— — —, cycloserine treatment, 461 

— — —, microbial sensitivity test in 
management, 88 

Urine alkalinization in barbiturate 
poisoning, 159 

— concentration in health and in renal 

failure, 124 

—in viral diseases, inclusion-bearing 
cells in; 86 

— of schizophrenics, behavioural and 
electroencephalographic changes in- 
duced by injection of, 143 

Urogenital system, 46, 124, 219, 
303-4, 390, 461-2 
ropepsin, urinary excretion, as test of 
gastric secretory activity, 371 

Urticaria, hexadecadrol treatment, 22 

— pigmentosa in children, bone lesions 

in, 146 

Uterus, fibromyomatous, importance of 
removal in prevention of hyperten- 
sion, 117 


V test in identification of mutilated vic- 
tims of accidents, 341 

Vaccination, quadruple, against diph- 
theria, tetanus, whooping-cough, and 
poliomyelitis, 338 

—, triple, nephropathy after, 303 

Vaccinia virus, inhibition of growth in 
rabbit skin by interferon, 180 

Valsalva manceuvre, effect on oxygen 
saturation in intracardiac shunts, 449 

Valvotomy in simple pulmonary steno- 


sis, 377 
—,mitral, atrial fibrillation after, 
aetiology and prevention, 380 


—,—, effect on ventilatory cost of 
exercise, 380 

—,—, factors affecting results, 33 

—, —, in tricuspid insufficiency associ- 
ated with mitral stenosis, 286 

—, —, physiopathological results, 206 

—,—,Tright ventricular hypertrophy 
after, 204 

—,—, staphylococcal endocarditis 

after, 380 

—,—, syndrome after, relation to re- 
stenosis, 34 

—, — transventricular, 45 

Valvuloplasty, mitral, follow-up study, 
III 

Vanadium, occupational exposure to, 

biological effects, 75 
ariotin, clini and experimen 
trials, 492 

— in dermatomycosis, 492 

— — tinea pedis and cruris, 492 

Vascular disease, see also Cerebrovascu- 
lar disease 

— — in diabetes, relation of high levels 
of glycoproteins in blood to, 51 

— — — juvenile diabetes of long dura- 
tion, 396 


excre-— 


Vascular disease, non-atheromatous 
pertphersl. of lower limb in diabetes, 
7 


— —, obliterative, contrast visualiza- 
tion of distal aorta, pelvic and lower 
extremity arterial system in, new 
technique, 78 

— —, peripheral, placental tissue im- 
plantation for, 292 

——,—,serum glutamic oxalacetic 
transaminase activity in, 292 

Vasoconstrictor drugs, reactivity of 
brachial artery of hypertensive and 
normotensive subjects to, 455 

“ Vasodilan ’’, vasodilator properties in 
peripheral arterial insufficiency, 292 

“Vasolastine” in arteriosclerosis 
obliterans, 39 

Vasopressin in diabetes insipidus, fail- 
ure to produce normal urine concen- 
tration, 391 

—, intravenous, effect on renal func- 
tion in essential hypertension, 38 

Vasospasm, cerebral, in arteriography 
for intracranial aneurysm, 255 

Veins, hepatic, occlusion in man, 


5 
Venereal diseases, 17, 102, 190-2, 365, 
441-2 
——, treatment in private practice, 


190 

Venography, functional ascending, of 
lower extremities by serial long film 
technique, 80 

Ventilatory ca 
maximum 
rate, 459 

positive contrast, 
I 


city, measurement by 
orced expiratory flow 


— with “ pantopaque ”’ in location of 
surgical lesions of posterior fossa, 166 

Vespral ”’, see Triflupromazine 

Vibration sense in ankylosing spondy- 
litis, changes in duration of, 56 

Virilism, steroid therapy, 307 

Virus diseases, inclusion-bearing cells 
in urine in, 86 

—  — in otorhinolaryngology, 45* 

—, intestinal neurotropic, histopath- 
ology of experimental infection with, 


82 
Vitamin B,, effects on coronary circu- 
lation and carbohydrate metabolism, 


36 

— Bg, see Pyridoxine 

— By, see Cyanocobalamin 

Vole tacillus vaccine prophylaxis of 
tuberculosis in adolescents, 271 

Vomiting, post-anaesthetic, effect of 
perphenazine, and pro- 
chlorperazine on, 506 


Waldenstrém’s macroglobulinaemia, 
kidney in, 124 

Warfarin, see Prothromadin 

Warts, hypnosis in treatment of, 491 

—, seborrhoeic, histological and histo- 
chemical study, 412 

Water, enterococci in, comparison of 
media for detection of, 497 

— infusion, intravenous, effect on renal 
function in essential hypertension, 38 

— of a baths, disinfection with 
hexachlorophane, 337 

— retention in obesity, 370 

Weed pollen allergy, 22 

Weight, see Body weight 


| 
| 
Bail 
| 
‘ | 
| 
| 
cmt 
| | 
ty | 
ul —, —, — diabetes, 309 
—,—, — urban and rural areas, 371 | 
# —,—, incidence of endocrine disease | | 
Ay in, tmortem study, 446 
| 
| 
| 
| 
a 


Whooping-cough immunization, follow- 
up study, '247 

— — in general practice and in public 
health, 337 

—, leukaemoid reaction in, incidence 
and significance, 98 

Widows, young, epidemiological aspects 
of high death rate in, 247 

Wilson’s disease, portal hypertension 
and intrahepatic vascular obstruc- 
tion in, 27 

Wound healing, slow, after radical mas- 
toid operation, radiotherapy, 511 

Wrist extensor tendon, pathogenesis of 
rupture in rheumatoid arthritis, 
230 


X-irradiation, diagnostic, foetal ex- 
posure to, relation to leukaemia and 
other malignant diseases in child- 
hood, 77 

—., effect on dissemination of tumours, 
experimental study, 77 

—. total-body, effects on antibody pro- 
duction, 77 


—,—, with isologous bone-marrow 


transplantation in acute leukaemia, 


512 

“* Xylocaine ’’, see Lignocaine 

Xylose absorption and metabolism, 
clinical and experimental study, 197 

— test, oral, in diagnosis of malabsorp- 
tive states, 370 
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539 


Yaws, congenital, in Java, 444 ~ 
_ epidemiology in Mozambique, 193 


Re metabolism in hepatic dysfunction, 
2 


7843 R.P. in chemical shock therapy of 
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